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REGULATORY REFORM SERIES, PART 5— FDA 
MEDICAL DEVICE REGULATION: IMPACT ON 
AMERICAN PATIENTS, INNOVATION, AND 
JOBS 


WEDNESDAY, JULY 20, 2011 

House of Representatives, 

Subcommittee on Oversight and Investigation, 

Committee on Energy and Commerce, 

Washington, DC. 

The subcommittee met, pursuant to call, at 10:02 a.m., in room 
2322 of the Rayburn House Office Building, Hon. Cliff Stearns 
(chairman of the subcommittee) presiding. 

Members present: Representatives Stearns, Terry, Myrick, Sul- 
livan, Burgess, Blackburn, Bilbray, Gingrey, Scalise, Gardner, Grif- 
fith, Lance, Barton, DeGette, Schakowsky, Green, Christensen, 
Dingell and Waxman (ex officio). 

Staff present: Clay Alspach, Counsel, Health; Carl Anderson, 
Counsel, Oversight; Karen Christian, Counsel, Oversight; Todd 
Harrison, Chief Counsel, Oversight and Investigations; Sean 
Hayes, Counsel, Oversight and Investigations; Sean Hayes, Coun- 
sel, Oversight and Investigations; Kirby Howard, Legislative Clerk; 
Debbee Keller, Press Secretary; Ryan Long, Chief Counsel, Health; 
Carly McWilliams, Legislative Clerk; Alan Slobodin, Deputy Chief 
Counsel, Oversight; Sam Specter, Counsel, Oversight; John Stone, 
Associate Counsel; Tim Torres, Deputy IT Director; Kristin 
Amerling, Democratic Chief Counsel and Oversight Staff Director; 
Phil Barnett, Democratic Staff Director; Stacia Cardille, Demo- 
cratic Counsel; Stephen Cha, Democratic Senior Professional Staff 
Member; Brian Cohen, Democratic Investigations Staff Director 
and Senior Policy Advisor; Eric Flamm, FDA Detailee; Karen 
Lightfoot, Democratic Communications Director and Senior Policy 
Advisor; Ali Neubauer, Democratic Investigator; and Mitch Smiley, 
Democratic Assistant Clerk. 

Mr. Stearns. Good morning, everybody, and the subcommittee 
will come to order and I will open with my opening statement. 

OPENING STATEMENT OF HON. CLIFF STEARNS, A REP- 
RESENTATIVE IN CONGRESS FROM THE STATE OF FLORIDA 

We convene this hearing of the Subcommittee on Oversight and 
Investigations to examine FDA’s medical device regulations and 
their impact on American patients, innovation and jobs. The med- 
ical device industry has brought hundreds of thousands of high- 
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paying jobs to our country and life-saving, life-improving devices to 
our Nation’s patients in a safe and efficient manner. 

Unfortunately, it appears that regulatory inconsistency and inef- 
ficiency at FDA is causing innovative medical device companies to 
move offshore and launch their products abroad, oftentimes years 
before they enter the U.S. market, if at all. These are systemic 
problems at the Center for Devices and Radiological Health, 
CDRH, that must be resolved that are not a matter of funding. 

A Congressional Research Service report issued in April 2010 
found that medical device review process funding increased from 
$275 million in fiscal year 2008 to $368 million in fiscal year 2010. 
This represents nearly a 35 percent increase in funding. Comparing 
2010 with the 2003 to 2007 time period, the average review time 
for lower-risk devices approved through the 510(k) process in- 
creased by 43 percent and the average review time for higher-risk, 
innovative devices under the premarket approval system increased 
75 percent. 

President Obama himself has acknowledged that he has gotten 
a lot of commentary about the fact that essentially FDA’s model 
was designed for the kind of medical devices you see in museums. 
In reference to his Administration’s purported commitment to regu- 
latory reform, he noted that this would be an area where they 
should be “getting a group to think strategically about how we de- 
sign these regulatory bodies so that they are up to speed and more 
responsive in a dynamic economy.” Unfortunately, in the eyes of 
the Administration, this group does not appear to include the inno- 
vative, job-creating companies or the very patients that these de- 
vices are designed to help. 

For example, FDA commissioned the Institute of Medicine, lOM, 
to review the current 510(k) process and consider a number of spe- 
cific issues related to the improvement of device regulations. Not 
a single company or industry representative that is impacted by 
these regulations is on the panel. Judging from a letter sent by 
Senator A1 Franken to CDRH Director, Jeffrey Shuren, our witness 
today. Senator Franken and others share my concerns. In it, he 
states, “I believe that the medical device industry contains a 
wealth of expertise that is too often neglected when considering 
changes to the device review process. I strongly encourage you to 
establish a clear process for soliciting and considering the sugges- 
tions and concerns of the medical device industry on any and all 
recommendations made by the lOM before finalizing or imple- 
menting any changes to the process.” In addition to the stunning 
lack of industry representation, there is not a single patient rep- 
resentative on the panel. This is not acceptable and does not com- 
ply with President Obama’s call for allowing “public participation 
and an open exchange of ideas.” 

In addition, CDRH is supposed to “use the least burdensome” 
tools for achieving regulatory ends. This is not only a key tenet of 
the President’s Executive Order on Regulatory Reform, but re- 
quired by the Food and Drug Modernization Act of 1997. Specifi- 
cally, in order to improve regulatory efficiency of the 510(k) and 
premarket approval process. Congress mandated that the FDA 
eliminate unnecessary burdens that may delay the marketing of 
beneficial new products and only request the least burdensome in- 
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formation necessary to make those determinations. Unfortunately, 
FDA appears to be actively thwarting the mandates of Congress 
and fostering regulatory uncertainty by reducing its use of the least 
burdensome provisions. 

Now, whether this is a calculated effort or a lack of leadership 
in promoting such principles, the end result is equally unaccept- 
able: companies closing their doors and moving abroad; patients in 
the United States waiting for innovative treatments or being forced 
themselves to go abroad to get them. 

We will hear today from several of these patients. Hopefully, Dr. 
Shuren will gain some insight from these experiences and better 
understand the fact that patient safety and public health are not 
only jeopardized by approving devices that are unsafe, but also by 
failing to approve devices that are safe. Such poor processes and 
decision-making also stifle innovation, cutting-edge American com- 
panies that create numerous badly needed jobs here in the United 
States. As FDA Commissioner Hamburg said just this past week, 
“This is a critical time for innovation.” She acknowledged that FDA 
has played a role in the national decline in medical product innova- 
tion, adding that she felt much of the criticism of her agency was 
deserved. Hopefully we can find some solutions to reverse this 
alarming trend today and soon. Patients are waiting. 

[The prepared statement of Mr. Stearns follows:] 
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Opening Statement of the Honorable Cliff Stearns 
Chairman, Subcommittee on Oversight and Investigations 
“Regulatory Reform Series #5 - FDA Medical Device Regulation: Impact on 
American Patients, Innovation and Jobs” 

July 20,2011 

(Remarks as Prepared for Delivery) 

We convene this hearing of the Subcommittee on Oversight and Investigations to 
examine FDA’s medical device regulations and their impact on American patients, innovation, 
and jobs. The medical device industry has brought hundreds of thousands of high-paying jobs to 
our country and life-saving, life-improving devices to our nation’s patients in a safe and efficient 
manner. Unfortunately, it appears that regulatory inconsistency and inefficiency at FDA is 
causing innovative medical device companies to move offshore and launch their products 
abroad, oftentimes years before they enter the U.S. market, if at all. These arc systemic 
problems at the Center for Devices and Radiological Health (CDRH) that must be resolved that 
are not a matter of funding. A Congressional Research Service report issued in April 2010 found 
that medical device review process funding increased from $275 million in FY2008 to $368 
million in FY2010. This represents a nearly 35% increase in funding. Comparing 2010 with the 
2003 to 2007 time period, the average review time for lower-risk devices approved through the 
5 1 0(k) process increased by 43% and the average review time for higher-risk, innovative devices 
under the Premarket Approval system increased 75%. 

President Obama himself has acknowledged that he has “gotten a lot of commentary 
about the fact that ... essentially [FDA’s] model was designed for the kind of medical devices 
you see in museums.” In reference to his Administration’s purported commitment to regulatory 
refonn, he noted that this would be an area where they should be “getting a group to think 
strategically about how we design the.se regulatory bodies so that they are up to speed and more 
responsive to a dynamic economy.” Unfortunately, in the eyes of the Administration, this group 
does not appear to include the innovative. Job-creating companies or the very patients that these 
devices are designed to help. 

For example, FDA commissioned the Institute of Medicine (lOM) to review the current 
510(k) process and consider a number of specific issues related to the improvement of device 
regulations. Not a single company or industry representative that is impacted by these 
regulations is on the panel. Judging from a letter sent by Senator A1 Franken to CDRH Director, 
Jeffrey Shuren (our witness today), Senator Franken and others share my concerns. In it he 
states, “I believe that the medical device industry contains a wealth of expertise that is too often 
neglected when considering changes to the device review process. I strongly encourage you to 
establish a clear process for soliciting and considering the suggestions and concerns of the 
medical device industry on any and all recommendations made by the lOM before finalizing or 
implementing any changes to the process.” In addition to the stunning lack of industry 
representation, there is not a single patient representative on the panel. This is not acceptable 
and does not comply with President Obama’s call for allowing “public participation and an open 
exchange of ideas.” 
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In addition, CDRH is supposed to “use the ‘least burdensome’ tools for achieving 
regulatory ends.” This is not only a key tenet of the President’s Executive Order on Regulatory 
Reform, but required by the Food and Drug Modernization Act of 1997. Specifically, in order to 
improve regulatory efficiency of the 510(k) and premarket approval process. Congress mandated 
that FDA eliminate unnecessary burdens that may delay the marketing of beneficial new 
products and only request the least burdensome information necessary to make those 
determinations. Unfortunately, FDA appears to be actively thwarting the mandates of Congress 
and fostering regulatory uncertainty by reducing its use of the “least burdensome” provisions. 
Whether this is a calculated effort or a lack of leadership in promoting such principles, the end 
result is equally unacceptable — companies closing their doors and moving abroad; patients in the 
U.S waiting for innovative treatments or being forced to go abroad to get them. 

We will hear today from several of these patients. Hopefully Dr. Shuren will gain some 
insight from their experiences and better understand the fact that patient safety and public health 
are not only jeopardized by approving devices that are unsafe, but also by failing to approve 
devices that are safe. Such poor processes and decision-making also stifle innovation, cutting- 
edge American companies that create numerous badly-need jobs here in the U.S. As FDA 
Commissioner Hamburg said just this past week, “This is a critical time for innovation.” She 
acknowledged that FDA has played a role in the national decline in medical product innovation, 
adding that she felt much of the criticism of her agency was “deserved.” Hopefully we can find 
some solutions to reverse this alarming trend soon. Patients are waiting. 
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Mr. Stearns. With that, I recognize the ranking memher, Ms. 
DeGette. 

OPENING STATEMENT OF HON. DIANA DEGETTE, A REP- 
RESENTATIVE IN CONGRESS FROM THE STATE OF COLO- 
RADO 

Ms. DeGette. Thank you very much, Mr. Chairman, for holding 
this hearing. 

The topic of medical devices hits very close to home with me and 
I am very, very interested in this topic, because just like Ms. 
Sagan’s daughter, my daughter, Francesca, has type 1 diabetes and 
has had type 1 diabetes for 13 years, and so I know every day what 
children living with these diseases, and young adults living with 
these diseases need to do with devices — blood sugar monitoring, 
making sure they eat healthy meals and daily exercise. For the 
generation of kids like our two kids, Ms. Sagan’s and mine, the 
short-term cure is medical devices. My daughter and probably Ms. 
Sagan’s daughter uses an insulin pump and a continuous glucose 
monitor every day and yet — Ms. Sagan, I read your testimony and 
it broke my heart because every single parent who has a child liv- 
ing with this disease knows the scary low blood sugars and the 
scary thought about some of the consequences that can happen 
with this disease, but for our children, good devices have been the 
cures and the treatment for them and what will continue to be the 
treatments for them in their lives. 

Now, unfortunately, some of the advances in these technologies, 
not just for diabetics but for other diseases, seem to so many of us 
to have been so slow over at the FDA, and the perfect example is 
in Ms. Sagan’s testimony where she talks about our efforts to get 
a continuous glucose monitor approved that would send a message 
to the pump and would cut off insulin flow if the blood sugar is way 
too low. 

Mr. Chairman, I want to thank you and many members of this 
committee for signing a letter by the Diabetes Caucus urging the 
FDA to look at this device because it can literally save lives, and 
we appreciate it, and this is true not just for these devices but for 
devices that millions of Americans use for countless different dis- 
eases. On the one hand, people are relying on devices, and on the 
other hand, we want to make sure that improvements and ad- 
vances in those devices and new devices are approved with speed. 
But on the other hand, we need to make sure that the FDA has 
the appropriate tools to make sure that medical device approval 
process helps encourage innovation while at the same time pro- 
tecting patient safety, and that’s the challenge I think that the 
FDA faces and I think that that’s the challenge that we all face on 
this committee is making sure that while we support the FDA ex- 
pediting an approval process that we make sure that the reviews 
are done in a way that is safe for those patients and for those de- 
vices. We need to find the right balance and we can’t pretend that 
there aren’t sometimes tradeoffs between safety and speed. 

Now, I am sympathetic to the industry concerns we hear today 
but I also fear that too often the device industry and also people 
like me who are eager to see cures and treatments for diseases 
kind of minimize those tradeoffs between safety and speech. Two 
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studies funded by the medical device industry, one conducted by 
Dr. Josh Makower and the other by the California Healthcare In- 
stitute, that have been heavily cited by many of our colleagues and 
by proponents of weakening FDA regulations provide a good exam- 
ple of how facts can be twisted. These studies have been heavily 
cited, and so our committee staff asked a panel of distinguished 
outside reviewers to analyze the methodology of these studies, and 
at the staffs request, officials from the FDA also submitted com- 
ments on the studies. 

Mr. Chairman, Democratic committee staff prepared a supple- 
mental memo summarizing the expert reviews of these industry 
studies, and I would ask unanimous consent to include this memo 
and the letters from FDA and the independent experts in today’s 
hearing record. 

Mr. Stearns. I thank the gentlelady. Can we just have a copy 
of it and we will read it and we will look at it. 

Ms. DeGette. You bet. 

The reviewers found the following problems with these industry- 
funded studies. First, the existence of “so many flaws in design and 
execution that the authors’ conclusions are rendered essentially 
meaningless.” Second, a “woefully inadequate” response rate of only 
20 percent, a biased group of respondents that included companies 
that had never gone through the process of getting a product re- 
viewed by the FDA, a subjective, apples to oranges, and especially 
troublesome conclusion regarding the difference in approval times 
between the European Union and the United States, the failure to 
provide any evidence that a U.S. delay in approval and availability 
leads to adverse health outcomes. The journal editors concluded 
that the studies would not be fit for publication in a peer-reviewed 
journal. 

And so as we consider the role of the FDA, we have got to rely 
on the facts. The patients and their families and the industry need 
to know how can we have the quickest review process possible 
while at the same time ensuring patient safety and efficacy of the 
devices. 

So I thank you for having this hearing. I look forward to both 
of our panels of testimony, and I yield back. 

[The prepared statement of Ms. DeGette follows:] 
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Opening Statement of Rep. Diana DeGette 
Ranking Member, Subcommittee on Oversight and Investigations 
“Regulatory Reform Series #5 - FDA Medical Device Regulation: Impact on American 
Patients, Innovation, and Jobs” 

Subcommittee on Oversight and Investigations 
July 20, 2011 

Thank you, Chairman Stearns. 1 appreciate the opportunity to participate in today’s 
hearing to examine the role of the Food and Drug Administration in bringing medical devices to 
market as safely and quickly as possible. 

This topic is incredibly important to me. One of my daughters has Type 1 diabetes. So I 
know first-hand how each day, children living with diabetes must balance their injections with 
blood sugar monitoring, healthy meals, and daily exercise. Health care costs related to diabetes 
total more than $174 billion each year. 

We must ultimately find a cure. But right now we must support the work of medical 
device innovators to develop technologies like insulin pumps and CGM’s that are critical in 
enabling young people with Type I diabetes to live a healthy life. 

We need to make sure FDA has appropriate tools to ensure the medical device approval 
process helps these innovators and protects patient safety. So 1 look forward to hearing from Dr. 
Jeff Shuren, the Director for the Center of Devices and Radiological Health, on ways the current 
process can be improved. 

Last month, FDA took an important step in advancing the development of an artificial 
pancreas system glucose suspend system, which is the predecessor to a full artificial pancreas 
system. I look forward to hearing more about the specific steps the agency is taking to assist in 
the development of these critical devices. 

FDA must be able to bring these and other medical devices to market as quickly as 
possible while ensuring their safety to the American public. 

Mr. Chairman, as we hear from our witnesses today, we need to keep in mind that the 
second part of that sentence - ensuring the safety of patients - is just as important as the first part 
- bringing devices to market as quickly as possible. 
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We need to find the right balance, and we cannot pretend that there aren’t sometimes 
trade-offs between safety and speed. 

While I am sympathetic to some of the industry concerns we will hear today, I do fear 
that all too often the device industry and its allies try to blur those trade-offs between safety and 
speed. 


Two studies funded by the medical device industry - one conducted by Dr. Josh 
Makower and the other by the California Healthcare Institute - that have been heavily cited by 
my Republican colleagues and by proponents of weakening FDA regulations provide a good 
example of how facts can be twisted. 

Because they have been so heavily cited. Committee staff asked a panel of distinguished 
outside reviewers to analyze the methodology of these studies. At the staff’s request, officials 
from FDA also submitted comments on the studies. 

Mr. Chairman, Democratic Committee staff prepared a supplemental memo summarizing 
the expert reviews of these industry studies. 1 ask unanimous consent to include this memo, and 
the letters from FDA and the independent experts, in today’s hearing record. 

The reviewers found the following problems with these industry-funded studies: 

• The existence of “so many flaws in design and execution that the authors’ 
conclusions are rendered essentially meaningless." 

• A “woefully inadequate” response rate of only 20%. 

• A biased group of respondents that included companies that “had never gone through 
the process of getting a product reviewed by the FDA.” 

• A “subjective,” “apples to oranges,” and “especially troublesome” conclusion 
regarding the difference in approval times between the European Union and the 
United States. 

• The failure to provide “any evidence that [an U.S.] delay in approval and availability 
leads to adverse health outcomes,” 

The journal editors concluded that the studies would not be fit for publication in a peer- 
reviewed journal. As we consider the role of the FDA, we must rely on the facts. The expert 
analysis of these two studies shows the pitfalls of relying on one-sided analyses of problems in 
the device industry. 

Mr. Chairman, there is one way to both speed up the approval process and make patients 
safer -- by making sure that FDA has the resources it needs to get the job done. The Republican 
budget seeks to cut FDA’s funding by approximately $241 million. These cuts, if enacted, will 
have a significant impact on the ability of FDA to do its job, including the efficient approval of 
medical devices. Massive cuts in FDAs budget will lead to the worst of both worlds - failure to 
protect patients and failure to get devices to the market quicker. We cannot let this happen. 

Mr. Chairman, 1 thank you for holding this hearing today and 1 look forward to hearing 
from our witnesses today. 
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Mr. Stearns. I thank the gentlelady, and the gentleman from 
Texas, Mr. Barton, is recognized for 1 minute. 

OPENING STATEMENT OF HON. JOE BARTON, A 
REPRESENTATIVE IN CONGRESS FROM THE STATE OF TEXAS 

Mr. Barton. Thank you, Mr. Chairman. Thank you and Ranking 
Member DeGette for holding this oversight hearing. 

The issues that we are discussing today have the ability to harm 
our sick, inhibit innovation and stifle domestic economic jobs and 
growth. On the other hand, if done properly, they have the ability 
to bring state-of-the-art medical devices quickly and efficiently to 
not only the United States citizenry but to people all over the 
world. I hate to say it, but the medical device review process at the 
Food and Drug Administration in my opinion has become overly 
burdensome, unpredictable and inconsistent under its current lead- 
ership. 

I would like to read briefly a paragraph from the document that 
was prepared for this hearing, which is common themes raised by 
the device companies seeking FDA approval include unclear guid- 
ance, high turnover of review staff, impractical clinical designs, 
changing the goalpost, reluctance to approval protocols, and dupli- 
cative or overly burdensome data requests. 

Hopefully, this hearing will lead to some soul searching at the 
FDA, and if necessary, it may lead to some legislative solutions rec- 
ommended by this subcommittee to the legislative subcommittees. 

I will put the rest of my statement in the record, Mr. Chairman, 
but this is an important hearing and it has important implications 
for the country. 

[The prepared statement of Mr. Barton follows:] 
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Opening Statement of the Honorable Joe Barton 

Chairman Emeritus, Committee on Energy and Commerce 
Subcommittee on Oversight & Investigations Hearing 
“Regulatory Reform Series #5 - FDA Medical Device Regulation: 

Impact on American Patients, Innovation, and Jobs” 

July 20, 2011 

Thank you Mr. Chairman for holding this hearing. Unfortunately, the issues 
we are discussing today harm the sick, inhibit innovation and stifle domestic 
economic and job growth. The Medical Device Review Process at the Food and 
Drug Administration (FDA) has become overly burdensome, unpredictable and 
inconsistent under its current leadership. I have been committed to the 
advancement of the medical device industry and improving patient access since the 
early 1990’s. In fact, I held oversight hearings on this issue back then. 

American patients want and deserve access to the most advanced products 
on the market and are traveling to Canada and Europe to get them and seek 
treatment. Small companies and entrepreneurs want to create businesses and 
design products that will help save lives and be profitable. For this to happen, we 
need a regulatory system that is predictable, consistent and open. These words do 
not describe the current regulatory environment at the FDA, especially at the 
Center for Devices and Radiological Health. 

I hope that Dr. Shuren, the Director of this Center, listens carefully to the 
first panel of witnesses who will explain how actions taken at FDA directly impact 
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their lives, their health, and our collective prosperity. Regulations have 
consequences and the benefits should outweigh the costs. This hearing exposes the 
problems associated with unnecessary red-tape and it is time the leadership at the 
FDA did something to fix it. If they are unwilling to do so, they should be 
replaced. 

Thank you Mr. Chairman. 
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Mr. Stearns. I thank the gentleman. 

The gentleman from Texas, Dr. Burgess, is recognized for 1 
minute. 

OPENING STATEMENT OF HON. MICHAEL C. BURGESS, A 
REPRESENTATIVE IN CONGRESS FROM THE STATE OF TEXAS 

Mr. Burgess. Thank you, Mr. Chairman, and Dr. Shuren, thank 
you for being here. Thank you for your willingness to hear from the 
panel and of course I want to thank our panelists for being here. 
Ms. Conger, thank you for reminding us if we are not careful, NIH 
stand in the future for Not Invented Here. 

Now, the FDA is not interactive, it is unpredictable and discour- 
ages innovation, and this ultimately hurts patients. We don’t want 
the FDA to approve anything that will harm people. We don’t want 
you to simply adopt European standards. But we do want you to 
understand that a little predictability can go a long way. We want 
you held to your own standards. If you say 30 days, we shouldn’t 
have to ask how long is that in FDA days. If a company is asked 
to provide proof the device does something it wasn’t designed to do 
and they tell you that, you can’t claim that as an example of non- 
compliance. I know you care about the FDA. You know I care about 
the FDA. And you do have a critically important job, but don’t hide 
behind a twisted interpretation of benchmarks. 

The truth, the doctors of tomorrow are going to have tools at 
their disposal that are unlike anything that you or I imagined dur- 
ing our training. The ability to alleviate human suffering is going 
to be on a scale never imagined before by any other generation of 
doctors. It is our job to be certain that the tools get into their 
hands. 

Thank you, Mr. Chairman. I will yield back. 

Mr. Stearns. I recognize the gentleman from Georgia, Dr. 
Gingrey, for 1 minute. 

OPENING STATEMENT OF HON. PHIL GINGREY, A REPRESENT- 
ATIVE IN CONGRESS FROM THE STATE OF GEORGIA 

Mr. Gingrey. Mr. Chairman, thank you. 

I focused my opening statement during the July 11th prescrip- 
tion drug user fee hearing on my intent to pursue regulatory re- 
form through PDUFA reauthorization building on the steps that 
the FDA and Dr. Hamburg have already taken. The same is true 
for medical devices. Patients, industry and the FDA can benefit 
from a more predictive regulatory framework. With limited finan- 
cial resources, as outlined by the chairman, both within the FDA 
and in industry, it appears that an approval approach that is able 
to maximize effort is one that will benefit all, and I believe that 
if the FDA is going to be successful and becoming more responsive 
to new technologies and products, it is going to need the support 
of industry experts, patient advocates and other agencies. 

I look forward to working with this committee and Dr. Hamburg 
to ensure we achieve this worthy goal. I thank both panels of wit- 
nesses. We look forward to hearing from you, and I yield back. 

Mr. Stearns. I thank the gentleman. 

The gentleman from Nebraska, Mr. Terry, is recognized for 1 
minute. 
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OPENING STATEMENT OF HON. LEE TERRY, A REPRESENTA- 
TIVE IN CONGRESS FROM THE STATE OF NEBRASKA 

Mr. Terry. Thank you. My statement is going to reference the 
February 9th article from the New York Times that I would like 
to submit for the record, unanimous consent to submit. 

Mr. Stearns. Without objection, so ordered. 

[The information follows:] 
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February 9, 2011 

Medical Treatment, Out of Reach 

By ANDREW POLLACK 

Late last year, Biosensors International, a medical device company, shut down its operation in 
Southern California, which had once housed 90 people, including the company’s top executives 
and researchers. 

The reason, executives say, was that it would take too long to get its new cardiac stent 
approved by the Food and Drug Administration. 

“It’s available aH over the world, including Mexico and Canada, but not in the United States,” 
said the chief executive, Jeffrey B, Jump, an American who runs the company from 
Switzerland. “We decided, let’s spend our money in China, Brazil, India, Europe.” 

Medical device industry executives and investors are complaining vociferously these days that 
the industry’s competitive edge in the United States and overseas Ls being jeopardized by a 
heightened regulatory scrutiny. 

The F.D.A,, they and others say, appears to be reacting to criticism that its approvals for some 
products had been lax, leading to a spate of recalls of some unsafe medical devices, like 
implanted defibrillators and hip replacements. 

Now, executives of device companies say the F.DA,. has gone too far in flexing its regulatory 
muscle, and they worry that a slower, tougher approval process in a weakened economy could 
chill investments and cripple innovation. 

In addition, they say that American patients are being deprived of the latest technology 
because companies routinely seek approval for new devices in Europe first. For instance, heart 
valves that can be installed through a catheter instead of open- heart surgery have been 
available in Europe since 2007 but will not be avaflable in the United States untfl late this year 
at the earliest. 

“T en years from now, we’ll all get on planes and fly somewhere to get treated,” said Jonathan 
MacQuitty, a Silicon Valley venture capitalist with Abingworth Management. 
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Marti Conger, a business consultant in Benicia, Calif., already has. She went to England in 
October 2009 to get an implant of a new artificial disk for her spine developed by Spinal 
Kinetics of Sunnyvale, Calif. 

“Sunnyvale is 40 miles south of my house,” said Ms. Conger, who has become an advocate for 
faster device approvals in the United States. “I had to go to England to get my surgery.” 

Stenum Spine Hospital in Germany has performed disk surgery on 1,000 Americans over the 
last eight years, said Jim Rider, the hospital’s American marketing agent. 

Acknowledging industry concerns, the F.DA. on Tuesday proposed creating an “innovation 
pathway” aimed at speeding regulatory reviews of a small number of groundbreaking devices. 
And last month the agency announced measures it said would make the regulatory process 
more predictable for the vast majority of devices. 

“A consistent and predictable review process will stimulate investment here at home and keep 
jobs from going overseas,” Dr. Jeffery Shuren, the director of the agency’s medical device 
division, told reporters. 

But Dr. Shuren said the F.DA. would not relax its standards, arguing that Europe’s system 
might be too lax. He said that a breast implant, a lung sealant and an implant for elbow 
fractures were approved in Europe but not in the United States, and then had to be taken ofl: 
the market in Europe for safety reasons. 

“We don’t use our people as guinea pigs in the U.S.,” he said 

Medical device executives said they welcomed the steps, but continued to express concerns. 
Consumer advocates, like Dr. Sidney Wolfe of Public Citizen, however, said that device 
regulation was already much less stringent than for drugs and that the F.D,A. was caving in to 
industry demands rather than ensuring consumer safety. 

Dr. Charles Rosen, a spine surgeon who is also president of the Asscx;iation for Medical Ethics, 
said that the newe.st devices were not always best. He said he had at least 50 patients who had 
suffered serious problems from an older artificial disk. Many of those patients, he said, had gone 
to Europe to get them before they were available in the United States. 

Just since November, three reports — two sponsored by device industry trade groups and one 
conducted by the consulting firm PricewaterhouseCoopers — have raised concerns about the 
F.D.A. approval process. One report found that the rate of recalls in Europe was similar to that 
in the United States, suggesting faster approvals overseas were not hurting patients. 
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The complaints are driven in part by iinancial pressures. Venture capitalists, because of the 
financial crisis and their own poor returns, have fess money and need quicker returns on their 
investments from the companies they back. 

Bigger device companies also complain about the F.D.A., but not as much as stn^gling start- 
ups. “The F.D.A. is asking for larger trials, more thoughtful trials, all in the interest of the 
American public,” said Dr, Stephen N, Oesterle, senior vice president for medicine and 
technology at Medtronia 

To be sure, the United States remains the dear world leader in medical device innovation, 
according to the report by PricewaterhouseCoopers. Some 32 of the 46 medical technology 
companies with annual sales exceeding $1 biDion are based in the United States, the report said. 

Still, the report said the United States’ lead was slipping. 

Device companies have been seeking early approval in Europe for years because it is easier. In 
Europe, a device must be shown to be safe, while in the United States it must also be shown to 
be effective in treating a disease or condition. And European approvals are handled by third 
parties, not a powerful central agency like the F.D.A. 

But numerous device executives and venture capitalists said the F.D.A. has tightened 
regulatory oversight in the last couple of years. Not only does it take longer to get approval but 
it can take months or years to even begin a clinical trial necessary to gain approval. 

Disc Dynamics made seven proposals over three years but could not get clearance from the 
F.D.A. to conduct a trial of its gel for spine repair, said David Stassen, managing partner of Split 
Rock Partners, a venture firm that backed the company. “It got to the point where the 
company just ran out of cash,” Mr. Stassen said. Disc Dynamics was shut down last year after 
an investment of about $65 million. 

Dr. Shuren of the F.D.A. said the agency had concerns from preliminary studies that the 
material in the gel could cause cancer and that the gel would come out of the disk, requiring a 
new operation. 

Some companies and investors are even contemplating forgoing the American market 
completely. 

“We never intend to spend a nickel in the United States for clinical trials,” said WiDiam Starling, 
a venture capitalist who also runs Synecor, a device company incubator in North Carolina, 

Mr. Starlii^j is an investor in Spinal Kinetics, whose artificial disk was implanted in Ms. Conger 
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in England. 

The company began working with both the F.DA. and European regulators in early 2005. It 
won approval in Europe in 2007 after testing its device m 30 patients and spending $4 million. 
Since then, thousands of the disks have been implanted. 

Only last May did it receive approval for a final trial for F.D.A. approval that would involve 
about 250 patients. But hard-pressed investors are not willing for now to put up the $50 million 
or so the trial would cost, Mr. Starling said. 

In the meantime, Spinal Kinetics is moving its manufacturing to Germany and has already laid 
off 20 people in Silicon Valley. One reason for the move, Mr. Starling said, was that some 
countries in Asia and Latin America allowed use of devices that have been approved in the 
country in which they are made. So moving manufacturing out of the United States opens up 
those markets. 

Totally forsaking the lucrative American market could be difficult. While approval in Europe is 
easier, health care systems there tend to spend less on medical devices. Even if a device were 
approved, doctors in Europe might not use it if there was not enough data proving it really 
works. 

Some companies, however, are trying to generate some sales in Europe in an effort to be 
acquired by a bigger company, which could then afford to deal with the F.DA. 

Dr. Shuren of the F.D.A. said in an interview that there had been “no conscious effort" to make 
device approvals tougher. “We are dealing with increasingly more complex devices coming to 
market,” he said. 

But numerous executives say agency reviewers seem to be more cautious as Congress and 
others criticize the agency for being too lenient. Critics dted two recent examples: the DePuy 
liip implant recalled last year and an instance in which top agency officials approved a knee 
repair implant, made by ReGen Biologies, over the strenuous objections of their scientific 
reviewers. 

Pharmaceutical executives are also complaining about how tougji the F.D.A. has become. But 
they are not forsaking the American market, in part because there is not a big disparity in the 
regulatory system for drugs between the United States and Europe. 

Some figures bear out a toughening in devices. The F.DA. last year granted 19 premarket 
approvals — the type of clearance required for the most highly regulated devices — down from 
in 2000. 
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The average time to win an approval through the less stringent 51 o(k) pathway, which is used 
for most devices, rose to 116 days in fiscal year 2008 from 97 days in fiscal year 2002. Agency 
figures show there have been increases in the proportion of applications sent back for 
questioning. 

Investment by American venture capitalists in the medical device sector has fallen 37 percent 
since 2007 to $2.3 billion last year, according to the MoneyTree survey from PwC, the National 
Venture Capital Association and Thomson Reuters. That is steeper than the 27 percent drop for 
all venture capital investing. 

Last year, total venture capital investing increased 19 percent while investment m medical 
devices fell 9 percent. 
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Mr. Terry. Biosensors International, a medical device company, 
shut its operation in southern California, which had once housed 
90 people, 90 lost jobs. The CEO is moving the manufacturing to 
Europe and says their stent “is available all over the world includ- 
ing Mexico and Canada but not in the United States. We decided, 
let’s spend our money in China, Brazil, India and Europe.” It is dis- 
appointing to hear the CEO’s statement. 

We hear later in the article a quote from a capital venture com- 
pany who says, “Ten years from now, we’ll all get on planes and 
fly somewhere else to get treated.” That is a true indictment of our 
EDA’s inability to timely approve medical devices, and I would like 
to see us, the United States, continue to be the world leaders in 
technology development. Yield back. 

Mr. Stearns. I thank the gentleman. 

The gentlelady from Tennessee, Ms. Blackburn, is recognized for 
1 minute. 

OPENING STATEMENT OF HON. MARSHA BLACKBURN, A REP- 
RESENTATIVE IN CONGRESS FROM THE STATE OF TEN- 
NESSEE 

Mrs. Blackburn. Thank you, Mr. Chairman, and welcome to all 
of our witnesses. We are grateful that you would take your time 
and be here with us today. 

Continuing on the theme of making these innovations, having 
the innovations here, I think it is important for us to realize that 
40 percent of the global medical technology industry is here in the 
United States, and it represents about 2 million U.S. jobs. Where 
I am from in Tennessee, we have about 10,000 individuals who are 
employed in the medical device industry and the wages and earn- 
ings are about 40 percent higher than the average earnings. So 
when you look at it from an issue of keeping those jobs here, it is 
vitally important. 

When you look at the fact that we are in a 21st century creative 
economy and innovation, intellectual property and protecting that 
is vital to jobs retention. We want to make certain that EDA is re- 
sponsive and responsive in a timely manner. 

Welcome to the hearing, and I look forward to questions. 

Mr. Stearns. I thank the gentlelady. 

The ranking member from California, Mr. Waxman, is recognized 
for 5 minutes. 

OPENING STATEMENT OF HON. HENRY A. WAXMAN, A REP- 
RESENTATIVE IN CONGRESS FROM THE STATE OF CALI- 
FORNIA 

Mr. Waxman. Thank you, Mr. Chairman, for holding this impor- 
tant hearing today. 

I think we can all agree it is critically important that innovation 
in the medical device industry is vibrant and healthy, and that pa- 
tients have access to the best and newest technological advances. 
If EDA is unnecessarily impeding technological advances that im- 
prove the lives of patients, we should all be united in doing what- 
ever it takes to remove these unnecessary regulatory barriers to 
public health. 
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But we cannot have a conversation about the impact of regula- 
tions and policies at FDA have on patient access and innovation 
without talking about the importance of ensuring the safety and ef- 
fectiveness of medical devices. We should not forget that that is the 
fundamental mission of FDA. 

Practically every month, there is a new report in the papers 
about horrific patient suffering from dangerous medical devices. 
Last year, the New York Times revealed that radiation machines 
have killed and disfigured patients. The Subcommittee on Health 
held a hearing on the issue and heard from a father whose son was 
killed by an overdose from radiation therapy. We learned this year 
that malfunctioning linear accelerators have left patients nearly co- 
matose and unable to speak, eat or walk. 

Just last month, the New York Times reported on the suffering 
caused by faulty metal-on-metal hip implants. According to the 
Times, patients were promised these hips would last longer and en- 
able more activity. About half a million patients got these devices. 
Now they are being recalled due to high rates of failure and pa- 
tients have suffered severe health effects and have been forced to 
undergo surgery to replace the defective devices. 

And these are just the most recent examples. We have also heard 
about problems with implantable heart devices that shocked pa- 
tients and led to at least 12 deaths. Implantable defibrillators 
made by another company were failing for years before the manu- 
facturer told anyone. 

Our focus in this committee should be on how we can strengthen 
our device laws to protect patients from these grievous harms. Yet 
I fear that this is not the committee’s goal today. Instead of 
strengthening our device laws. Republican members have proposed 
radical changes to our device laws that could further imperil pa- 
tients. That is exactly the wrong direction for us to take. 

We will hear testimony today that FDA is imposing new restric- 
tions to innovation. Device industry advocates often refer to two in- 
dustry-funded reports, one conducted by Dr. Josh Makower and one 
by the California Healthcare Institute, that they say show that 
FDA is unduly slow, burdensome and unpredictable. Yet neither of 
these studies, as Ms. DeGette pointed out, was published in a peer- 
reviewed journal, and both of these studies were funded by and 
conducted for industry advocates. Because of the lack of inde- 
pendent validation of these reports, I asked my staff to request 
that the editors of our Nation’s top medical journals, one of whom 
is a witness today, examine the methodology of these two industry 
papers. All three editors we asked agreed to participate. 

As our witness will describe today, there are serious methodo- 
logical flaws in both studies — biased samples, small sample size 
and botched statistical analysis, just to name a few — rendering 
them essentially useless as part of any discussion of FDA’s regu- 
latory system. None of the editors felt that the methodology of 
these studies was worthy of publication in a peer-reviewed journal. 

We will also hear today from six witnesses who will express their 
concerns that the FDA’s device regulatory system is depriving pa- 
tients of new and potentially life-saving devices, inhibiting innova- 
tion, and costing Americans jobs. FDA can and should do better in 
many of these cases. But we can’t legislate by anecdote. 
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We need to ask why unsafe devices have gotten onto the market 
and harmed so many patients. Then we need to explore how we can 
strengthen the FDA review process to protect patients from these 
risks. The soon-to-he-released recommendations from the Institute 
of Medicine could provide a roadmap for how to improve FDA’s reg- 
ulatory oversight of medical devices. 

In order to have a flourishing and innovative American device in- 
dustry that puts safe and effective devices on the market, we need 
to have a strong and well-resourced FDA. That is in the hest inter- 
est of American patients. It is also in the interest of the device in- 
dustry itself. If patients lose confidence in the FDA, they lose con- 
fidence in the industries it regulates as well. 

This is an issue that can and should be bipartisan. I look forward 
to hearing from our witnesses and to working with my colleagues 
on this important matter. 

[The prepared statement of Mr. Waxman follows:] 
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Subcommittee on Oversight and Investigations 
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Thank you, Chairman Steams, for holding this important hearing today, 

I think we can all agree it is critically important that innovation in the medical device 
industry is vibrant and healthy, and that patients have access to the best and newest technological 
advances. If FDA is unnecessarily impeding technological advances that improve the lives of 
patients, we should all be united in doing whatever it takes to remove these unnecessary 
regulatory barriers to public health 

But we cannot have a conversation about the impact regulations and policies at FDA have 
on patient access and innovation without talking about the importance of ensuring the safety and 
effectiveness of medical devices. We should not forget that that is the fundamental mission of 
FDA. 


Practically every month, there is a new report in the papers about horrific patient 
suffering from dangerous medical devices. Last year. The New York Times revealed that 
radiation machines have killed and disfigured patients. The Subcommittee on Health held a 
hearing on the issue and heard from a father whose son was killed by an overdose from radiation 
therapy. We learned this year that malfunctioning linear accelerators have left patients nearly 
comatose and unable to speak, eat, or walk. 

Just last month, The New York Times reported on the suffering caused by faulty metal-on- 
metal hip implants. According to the Times, patients were promised these hips would last longer 
and enable more activity. About half a million patients got these devices. Now, they are being 
recalled due to high rates of failure and patients have suffered severe health effects and have 
been forced to undergo surgery to replace the defective devices. 

And these are just the most recent examples. We’ve also heard about problems with 
implantable heart devices that shocked patients and led to at least 12 deaths. Implantable 
defibrillators made by another company were failing for years before the manufacturer told 
anyone. 
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Our focus in this Committee should be on how we can strengthen our device laws to 
protect patients from these grievous harms. Yet I fear that this is not the Committee’s goal 
today. Instead of strengthening our device laws. Republican members have proposed radical 
changes to our device laws that could further imperil patients. 

That is exactly the wrong direction for us to take. 

We will hear testimony today that FDA is imposing new restrictions to innovation. 
Device industry advocates often refer to two Industry-funded reports - one conducted by Dr. 

Josh Makower and one by the California Health Institute - that they say show that FDA is 
unduly slow, burdensome, and unpredictable. 

Yet neither of these studies was published in a peer reviewed journal, and both of these 
studies were funded by and conducted for industry advocates. Because of the lack of 
independent validation for the.se reports, 1 asked my staff to request that the editors of our 
nation’s top medical journals, one of whom is a witness today, examine the methodology of 
these two industry papers. All three editors we asked agreed to participate. 

As our witness will describe today, there are serious methodological flaws in both studies 
- biased samples, small sample size, and botched statistical analysis, just to name a few- 
rendering them essentially useless as part of any discussion of FDA’s regulatory system. None 
of the editors felt that the methodology of these studies was worthy of publication in a peer- 
reviewed journal. 

We will also hear today from six witnesses who will express their concerns that the 
FDA’s device regulatory system is depriving patients of new and potentially life-saving devices, 
inhibiting innovation, and co.sting Americans jobs. 

FDA can and should do better in many of these cases. But we can’t legislate by 
anecdote. 

We need to ask why unsafe devices have gotten onto the market and harmed so many 
patients. Then we need to explore how we can strengthen the FDA review process to protect 
patients from these risks. The soon-to-be-released recommendations from the Institute of 
Medicine could provide a roadmap for how to improve FDA’s regulatory oversight of medical 
devices. 

In order to have a flourishing and innovative American device industry that puts safe and 
effective devices on the market, wc need to have a strong and well-resourced FDA. That is in 
the best interest of American patients - but it is also in the interest of the device industry itself. 

If patients lose confidence in the FDA, they lose confidence in the industries it regulates as well. 

This is an issue that can and should be bipartisan. I look forward to hearing from our 
witnesses today and to working with my colleagues on this important matter. 
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Mr. Stearns. I thank the gentleman. 

Let me say, we have seven witnesses, not six, and we welcome 
all seven witnesses to our hearing, and I call attention to the bio 
of each of these witnesses. If members will take the time to read 
that, I won’t have to go through all seven. 

Let me address all of you. You are aware that the committee is 
holding an investigative hearing, and when doing so has the prac- 
tice of taking testimony under oath. Do any of you object to taking 
testimony under oath? No? The chair then advises you that under 
the rules of the House and the rules of the committee, you are enti- 
tled to be advised by counsel. Do you desire to be advised by coun- 
sel during your testimony today? In that case, if you would please 
rise and raise your right hand, I will swear you in. 

[Witnesses sworn.] 

Mr. Stearns. You are now under oath and subject to the pen- 
alties set forth in Title XVIII, section 1001 of the United States 
Code. We welcome your 5-minute opening statement, and your 
written statement will be part of the record. 

Dr. Fischell, we will start with you. Welcome. 

TESTIMONY OF ROBERT E. FISCHELL, CHAIRMAN AND CEO, 

FISCHELL BIOMEDICAL LLC; CAROL MURPHY, PATIENT; 

MARTI CONGER, PATIENT AND PATIENT ADVOCATE; PAM K. 

SAGAN, PATIENT; MICHAEL MANDEL, CHIEF ECONOMIC 

STRATEGIST, PROGRESSIVE POLICY INSTITUTE; SEAN 

lANCHULEV, CHIEF MEDICAL OFFICER, TRANSCEND MED- 
ICAL, INC.; AND GREGORY D. CURFMAN, EXECUTIVE EDITOR, 

NEW ENGLAND JOURNAL OF MEDICINE 

TESTIMONY OF ROBERT E. FISCHELL 

Mr. Fischell. Chairman Stearns, Ranking Member DeGette, 
members of the subcommittee. My name is Robert Fischell, and I 
am pleased to testify today about an issue of great importance to 
me, to patients, to physicians and to the American public. 

For more than four decades of my 82 years, I have dedicated my 
life to inventing and developing novel medical technologies includ- 
ing an implantable insulin pump for diabetics, heart pacemakers, 
implantable defibrillators, and co-inventing about 10 million of the 
heart stents that have improved health and saved lives of patients 
in the United States and throughout the world. I have personally 
been the inventor or co-inventor on more than 10 medical devices 
including a new external device that is effective in eliminating the 
pain of migraine headaches, which device is here in front of me on 
this table. 

These technologies have also spurred tens of thousands of jobs in 
this country and resulted in billions of dollars in U.S. exports to 
other countries that value our American medical devices. Unfortu- 
nately, the environment that exists at FDA’s Center for Devices 
and Radiological Health over the past few years is the worst that 
I have experienced in my 42-year career involving medical tech- 
nologies. 

Given the success I have enjoyed over the years, some might ask 
why am bothering to testify today. It is certainly not in pursuit of 
money. I have enough to live pretty well. I am here today because 
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of the millions of patients and physicians who are searching for 
therapies to improve the human condition. Unfortunately, it is not 
technology, science, ingenuity or the economy that is standing in 
the way of success in developing new medical technologies. In my 
opinion, it is today the FDA. As a strong supporter of President 
Obama and his policies, that is not easy for me to say. 

Prior to 2008, CDRH division was demanding safety and efficacy 
for the many new medical devices that I had invented. At that 
time, they were reasonable in allowing clearance of devices that 
showed safety and efficacy. CDRH demonstrated the ability to 
properly weigh the benefits and risks of new medical devices as 
part of the premarket review process. CDRH leadership understood 
that medical devices may have some risks, but corresponding bene- 
fits that patients realized with the therapy they provided were 
worth the risk associated with such devices. 

Over the past few years, I have personally been aware of many 
instances where product clearances were denied or significantly de- 
layed by CDRH when the patient benefit clearly outweighed any 
potential risk to the patient. One example of this is a device that 
I invented that relieves the pain of migraine headache with no seri- 
ous side effects, this device right here. That device was not ap- 
proved by CDRH even after the clinical trial proved safety and effi- 
cacy. A somewhat trivial example is a small plastic valve that I 
have in my hand that could open or close to allow liquid to flow, 
and had its approval delayed by over a year when it had already 
been approved for regular use in other equipment. 

The failure of the current CDRH to efficiently and effectively re- 
view medical devices is a serious problem for the citizens of the 
United States. Many published reports suggest that patients are 
being forced to travel outside the United States for therapies that 
were developed here. Even worse, many patients do not have the 
resources to travel abroad and are forced to suffer, waiting des- 
perately for FDA to clear or approve therapies that in some cases 
have already been available for years outside the United States. 

Beyond the adverse impact FDA is having on patient care, it is 
weakening the U.S. leadership position in medical technology inno- 
vation, and as a result, hurting our economy. As someone who has 
enjoyed success in this industry, I have been proactive in trying to 
assist the innovators, scientists and engineers of tomorrow to be in 
this field. I recently established the Fischell Department of Bio- 
engineering and the Fischell Institute for Medical Devices at the 
University of Maryland. Today, I am truly concerned for those sci- 
entists, engineers and innovators who study there who are about 
to embark on their careers. If I were to be starting out today, I 
would likely be unable to make the contribution to patients’ lives 
that I have made over the past 40-plus years because I would be 
unable to raise the funding or endure the delays that exist with the 
current regulatory environment at CDRH. 

In dealing with the FDA today, the reviewers appear to be slow- 
ing down or totally denying clearances for valuable medical devices 
that would be of great benefit for patients in the United States. By 
doing this, they are proud of being so conservative. I mean, look 
how good I am, I am so conservative, I am not even going to ap- 
prove it. I am aware of examples where reviewers have changed 
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the requirements for companies during the premarket review proc- 
ess with no credible evidence supporting the moving goalposts. 

One such example has recently occurred with a device that I co- 
invented that improves the treatment for epilepsy using a tiny elec- 
trical stimulator that I have here. 

The inability for reviewers to be held accountable for their chang- 
ing standards and increased risk aversion is something Congress 
and undoubtedly this committee must address if we are to improve 
patient care in this country and promote innovation and jumpstart 
our economy. While it may be difficult to legislate culture and re- 
store the collaborative, reasonable and effective CDRH that existed 
back in 2008, I urge this committee to try. Patients, physicians, 
innovators and the American public are counting on you to step up 
and restore a reasonable and predictable CDRH that appropriately 
balances risks and benefits, works collaboratively with industry 
and understands that unnecessarily denying 

Mr. Stearns. Dr. Fischell, I need you to summarize. 

Mr. Fischell. Two sentences. 

Mr. Stearns. Good. OK. 

Mr. Fischell [continuing]. Access to medical therapy means that 
FDA is failing in its primary mission, which is to protect patients 
but also to allow clearance for devices to relieve pain and suffering 
that many patients would otherwise have to endure. Thank you. 

[The prepared statement of Mr. Fischell follows:] 
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Chairman Steams, Ranking Member DeOette, Members of the Subcommittee. My 
name is Robert Fischell and I am pleased to testify today about an issue of great 
importance to me, to patients, to physicians and the American public. For more than four 
decades I have dedicated my life to developing novel medical technologies, including an 
implantable insulin pump for diabeties, heart pacemakers, implantable defibrillators, and 
more than 10 million heart stents that have improved health and saved the lives of 
patients in the USA and throughout the world. I have personally been an inventor or co- 
inventor of more than ten medical devices including a new external device that is 
effective in eliminating the pain of migraine headaches. These technologies have also 
spurred tens of thousands of jobs in this country and have resulted in billions of dollars in 
US exports to other countries that value American medical devices. 

Unfortunately, the environment that exists at FDA’s Center for Devices and 
Radiological Health (CDRH) over the past few years is the worst I have experienced in 
my 42 year career innovating medical technologies. Given the success 1 have enjoyed 
over the years, some would ask why 1 am even bothering testifying today. It certainly is 
not in pursuit of money, I have enough to live very well. I am here today because of the 
millions of patients and physicians who are searching for therapies to improve the human 
condition. Unfortunately, it is not technology, science, ingenuity or the economy that is 
standing in the way of success in developing new medical technologies. It is the FDA. 
As a strong supporter of President Obama, this is not easy for me to say, but it is the truth. 
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Prior to 2008, CDRH division was demanding of safety and efficacy for the many 
new medical devices that 1 have invented. At that time they were reasonable in allowing 
clearance of devices that showed safety and efficacy. CDRH demonstrated the ability to 
properly weigh the benefits and risks of new medical devices as part of the premarket 
review process. CDRH leadership understood that medical devices may have some risks, 
but the corresponding benefits that patients realized with the therapy they provided were 
worth the risk associated with such devices. 

Over the past few years I have personally been aware of many instances where 
product clearances were denied or significantly delayed by CDRH when the patient 
benefit clearly outweighed any potential risk to the patient. One example of this is a 
device that I invented that relieves the pain of migraine headache with no serious adverse 
effects. That device was not approved by CDRH even after the clinical trial proved safety 
and efficacy. Another example is an implantable heart defibrillator that included the 
ability to prevent death from a heart attaek where CDRH stopped that company’s ability 
to evaluate that urgently needed product even though the device would begin its study by 
merely recording data as to how heart attacks can be detected at the earliest possible 
moment. A somewhat trivial example is a small plastic valve that could open or close to 
allow liquid to flow that had its approval delayed by more than a year even after that 
valve was already approved by CDRH for other uses. 

The failure of the current CDRH to efficiently and effectively review medical 
devices is a serious problem for the citizens of the USA. Many published reports suggest 
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that patients are being forced to travel outside the US for therapies that were developed in 
this country. Even worse, many patients do not have the resources to travel abroad and 
are forced to suffer, waiting desperately for FDA to clear or approve therapies that in 
some cases have been available years before they get approved in the US. 

Beyond the adverse impact FDA is having on patient care, it is weakening the US 
leadership position in medical technology innovation and as a result, our economy. As 
someone who has enjoyed success in the medical device industry, I have been proactive 
in trying to assist the innovators, scientists and engineers of tomorrow. In addition to 
working on medical devices at the Johns Hopkins University, Applied Physics 
Laboratory for more than 20 years, I recently established the Fischell Department of 
Bioengineering and the Institute for Medical Devices at the University of Maryland. 
Today, I am truly concerned for the scientists, engineers and innovators about to embark 
on their careers. If 1 were to be starting out today, I would likely be unable to make the 
contribution to patient care I have made over the past 40+ years because ! would be 
unable to raise the funding or endure the delays that exist with the current regulatory 
environment at FDA. 

In dealing with the FDA today, the reviewers appear to be slowing down or 
totally denying clearances for valuable medical devices that would be of great benefit for 
patients in the US. By doing this they are proud of being really conservative. I am aware 
of examples where reviewers have changed the requirements for companies during the 
premarket review process with no credible evidence supporting the moving goal posts. 
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One such example has recently occurred with a device that 1 co-invented that improves 
the treatment for epilepsy using a tiny electrical stimulator implanted into the patient’s 
cranial bone. 

The inability for reviewers to be held accountable for their changing standards 
and increased risk-aversion is something Congress must address if we are to improve 
patient care, promote innovation and jumpstart our economy. While it may be difficult to 
legislate culture and restore the collaborative, reasonable and effective CDRH that 
existed a few years ago, 1 urge you to try. Patients, physicians, innovators and the 
American public are counting on you to step up and restore a reasonable and predictable 
CDRH that appropriately balances risks and benefits, works collaboratively with industry 
and understands that unnecessarily denying patients access to medical therapies means 
that FDA is failing in it’s primary mission which is to protect patients but also to allow 
clearance for devices to relieve the pain and suffering that many patient’s would 
otherwise have to endure. 


Thank you. 
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Mr. Stearns. Ms. Murphy, welcome. 

TESTIMONY OF CAROL MURPHY 

Ms. Murphy. Thank you. Good morning. I am Carol Murphy. 

I have heen a migraine sufferer for 40 years. I have three to four 
aura migraines a week. I have heen through heta blockers, 
antidepressants, anti-seizures, abortive medications. When you 
have done that, you go on to the next step, so I have had occipital 
blocks, I had steroidals, cervical blocks, I have had Botox with min- 
imum success. 

At Michigan Head Pain and Neurological Clinic, once you turn 
60 years old, you don’t fit any of the medical protocols for migraine 
medicine and therefore they left me with the narcotic oxycodone to 
take care of a migraine headache, and that was it. 

I finally got into the trial program at Ohio State with the 
transcranial magnetic stimulator, TMS. I was told to put the device 
on my head, activate it twice during an aura. When I did that, the 
aura cycle kept going but at the end of the aura when the pain 
should have started, it didn’t. The blood vessels did not fill up. 
There was no pain. There was no headache. For 9 months, I lived 
like a normal person, and then in June of 2006, Ohio State took 
it back because it was going to go through the FDA process for ap- 
proval. Give us 9 months, give us a year, Carol. Yes. It is now June 
of 2011 — July of 2011. Where is my machine? That is in England. 
That is not here. I can’t get it here. 

A lot of people think that a migraine is a headache. It isn’t. 
When blood vessels swell in the brain, every part of your body can 
be affected. For me, my feet and legs get so cold that there is abso- 
lutely no way for me to sleep so going to bed and sleeping it off 
doesn’t work. And there is no way of warming those legs until after 
the migraine stops. When I take OxyContin, it dulls the pain but 
it doesn’t break the migraine cycle. With the TMS, no headache be- 
cause the blood vessels weren’t dilated. 

With migraines, I also experience urinary and bowel problems. 
By the second day, I have abdominal pain. I also have problems 
concentrating. The thoughts in my head are clear but the words 
coming out of my mouth sometimes are not right or they just don’t 
come out at all. This doesn’t happen with the TMS because we 
don’t have the dilation of the blood vessels. 

As I get older, falling becomes a major problem for me, and my 
left leg drags during a migraine. So I need to be more careful. I 
need to have the good balance. And with the TMS, again, we don’t 
have the lagging of the left foot. 

Now I live my life between a rock and a hard place. I can take 
the medication, I can deal with the fact that it is addictive or I can 
crawl up in my little hole and stay there until it is over. Either 
way, that is not quality of life. I want my device back. I will go to 
England to get it. I will rob Peter to pay Paul to get there because 
for me, it is a quality-of-life factor. 

I want to look forward to a life without any pain. I want to know 
that I am not going to wait until 3 or 4 or 5 years for the FDA 
to turn around and approve this machine. 

There are millions of migraine sufferers. Everyone has their own 
story. I am one that medication just doesn’t work for. We as Ameri- 
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cans should not have to go to England to get a piece of machinery 
that I know that I used 5 years ago safely. This is a product that 
was made in America, by Americans, but obviously not for Ameri- 
cans. How long do we have to wait? Five years is a long time. How 
many more years? How many more migraines am I going to go 
through if I am going to sit and wait for the FDA to approve this 
product? 

Thank you for your consideration and time. 

[The prepared statement of Ms. Murphy follows:] 
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My name is Carol Murphy. I have had migraine headaches for over 40 years. 
Unfortunately I am one of those people for whom medication was far from successful. Once you 
have progressed through the beta blockers, anti depressants, anti seizures and abortive 
medications, you become willing to try more aggressive treatments. 1 have done occipital 
blocks, which causes scar tissue and the possibility of worsening headaches, and I have had 
steroidal cervical blocks and Botox with minimal success. 

Michigan Head Pain and Neurological Clinic was able to designed a regiment forme that 
kept me out of the emergency rooms and functioning most of the time, but that ail changed in 
2005 when I turned 60. Just another milestone 1 thought, but for migraine sufferers, it becomes a 
traumatic age, I no longer fit into Michigan's protocols for migraine medications and so they 
would not allow me to continue with any of the medications 1 was on. Instead, " stroke risk" 
was stamped on my forehead. So I quickly had a "stroke assessment" done which proved that 
everything was in normal limits but "protocols" outweighed that assessment and I was left with 
nothing more than the narcotic pain killer oxycodone. Oxycodone numbs the pain but nothing 
to break the headache cycle, and with 3-4 aura migraines a week, my life was going done hill 
fast. 

When I got into the program at Ohio State with the Transcranial Magnetic Stimulator, 1 
had little expectations of it working. I was told to put the devise on my head and activate it twice 
during the aura. When 1 used the devise, the aura finished it’s cycle, but the blood vessels in the 
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brain never filled with blood— therefore no pain. For 9 months I had a normal life. If 1 had 
promised to do something on a particular day, I could! I never left the house without my devise. 
If my car was going to be more than 15 minutes away from me, 1 carried my devise with me. 
My life had turned around- 1 could do anything, any time 1 wanted to! You could say 1 was living 
life again. 

In June of 2006, Ohio State took back the TMS(Transcranial Magnetic Stimulator), so it 
could go to the FDA. It is now July 201 1 and where is my devise? In England! 

In many ways, 1 am not the classic migraine sufferer. When people think about a 
migraine, the picture they see is of someone in a dark room, rolled up in a ball, vomiting. That is 
not me. When the blood vessels in your head expand, any part of your body can be effected. My 
feet and legs get so cold there is no way I can sleep. 1 call it bone cold because there is no way 
of warming them until the migraine lets up. Oxyfoxycodone) numbs pain , but it does not break 
the cycle of a migraine. With the TMS, the blood ves,sels never dilated- no cold feet. Sleep! 

Although vomiting is not a problem, I do have urinary and bowel problems. By day two, 
the abdominal migraine starts. I walk around holding my lower abdomen as if I had just had 
surgery. Again, no dilated blood vessels, no abdominal pain. 

But for me, the more serious problem is neurological. 1 call it "MY no noun days". If 
the headache lasts 2-3 days, then there are "No adjective days” as well. The thoughts in my head 
are clear, but the words coming out of my mouth are jumbled or nonexistent. Sometimes it's just 
easier to not try to communicate, but 1 still work. It's hard to be professional when you are 
constantly saying "Let me start 


over." With the TMS, none of this happens. 
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As i age, falling becomes more of a factor. During a migraine, my left foot drags. With 
my balance just off a little because my ears feel full, catching my toe is really dangerous. Lack of 
balance and a "foot drop" gets more critieal with each year. With the TMS, this also doesn't 
happen. 

Now I live my life between a rock and a hard place. 1 can take the narcotic OXYl and be 
at risk for the addiction that can come with it and be faced with the possibility of having a stroke 
after an aura, or I can go without any medication and let the pain tear my body down. Some days 
! want a life and just take the medication, but other days 1 just crawl into my hole and grin and 
bear it, so as not to feel drugged all the time. 1 want my machine back!! 1 want to look forward 
to a quality of life free of pain. Most people can't say they can go back in time, but 1 can. If 1 
had that TMS devise, health wise 1 could go back five years to a time when my life was free of 
pain. Five years is a long time to wait! 

There are millions of migraine sufferers out there. They all have their own story to tell. 
Most everyone knows someone who has migraines. Drugs are not always the answer. We, as 
Americans, should not have to go to F.ngland to get medical equipment to help live a normal life, 
This is a product made in America, by Americans, but not for use by Americans. We waited five 
years for FDA approval. How many more years is it going to take to bring us up to UK. standards 
in medical equipment? 



38 


Mr. Stearns. Ms. Murphy, that is very compelling. Thank you. 

Ms. Conger, you are recognized for 5 minutes. 

TESTIMONY OF MARTI CONGER 

Ms. Conger. And I timed the 5 minutes, practicing on the air- 
plane. 

Hello, and I thank you very much for the invitation to testify. I 
am a spine patient and a very angry one. I became livid when I 
figured out that my government was the main barrier between me 
and the best solution for my spine problem. 

I am here today as an advocate for the millions of U.S. patients 
like me who are needlessly suffering, deteriorating and sometimes 
dying while they wait for the FDA to approve medical devices they 
desperately need, devices that are often already in successful use 
in other countries. 

Briefly, a little about me. My TOS specialist identified my cer- 
vical spine issue in 2006 and quickly sent me to University of Cali- 
fornia San Francisco Spine Clinic to Dr. Dean Child, who had been 
involved in cervical spine artificial disc trials, clinical trials. 

Now, I have been dealing with multiple life-altering health 
issues, and since I can’t take narcotics or opiates, I was already 
physically and mentally drained from chronic pain and raging par- 
esthesia. If you want to imagine that, just walk around barefooted 
on a bristle brush, and that is paresthesia in your feet. 

My neurosurgeon’s — my surgeon’s diagnosis just had me reeling. 
What else can go wrong? I already had this long list of deals. But 
he immediately started educating me. After he reviewed my films 
in detail, we discussed my options, the benefits and consequences, 
and in my case, my choices were, first, do nothing, wait for quadri- 
plegia in the next couple of years, or have fusions, which I later 
learned meant I would likely have chronic pain in my neck and 
possibly have cervical fusion in the future. The third choice, wait 
a couple of months for an artificial cervical disc in the FDA ap- 
proval pipeline, one widely used and successfully in Europe since 
2003. 

While I waited for device approval, my spine degenerated to the 
point that my doctor and I feared I was in serious danger. All my 
limbs were numb. My continence was an issue. My balance and my 
grip were unreliable. I was a prisoner in my own house for fear of 
going outside and having a paralyzing accident, and I depended on 
everyone else to take care of my needs. I knew I couldn’t living this 
way safely but I was not having fusions. Nor could I believe the 
newer clinical cervical device technology which my doctor and I felt 
was best for my problems were made 40 miles south of my house 
and I could not get them installed in my Nation. Forty miles from 
my house. By the way, those jobs have disappeared to Europe be- 
cause European countries will sometimes say, if you don’t have ap- 
proval in the United States or your home country, country of man- 
ufacture, you can’t sell them here. So they moved all those jobs, 
those $160,000 to $100,000 jobs to Germany. Yet these devices 
were in successful use in Europe and elsewhere. 

My only option to get the best solution for me was for me to go 
abroad. It took research and months of fundraising. We drained our 
savings, what little we had. We accepted $5,000 in gifts from 
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friends and family. I stripped my life insurance policy of cash 
value. We incurred credit card debt, and my 75-year-old husband 
had to return to full time, and he has been working since. 

Finally, I had my two-level ADR surgery in 2009 at the Spine 
Clinic in England. My pain relief was immediate, and my discs are 
functioning flawlessly. My U.S. neurosurgeon is delighted. He does 
my follow-up. 

And what about all the other — so I got the best solution for me 
but it shouldn’t have taken all my limited energy and money to get 
them. What about all the other Marti Congers in this country, peo- 
ple waiting for access to medical devices that already have foreign 
approvals and years of track record. I know, because I receive calls 
and emails every week from spine patients from auto mechanics to 
engineers to cardiac surgeons. They want to know how they might 
get the treatment they need somewhere, somehow, because they 
are not going to do the procedure here. And what about all the 
other devices common in Europe and in Asia but bogged down in 
the FDA process. Products often invented here aren’t available to 
U.S. patients for years after patients around the world already 
have them. It simply shouldn’t be this way. It shouldn’t. 

I do appreciate, Mr. Stearns, that the agencies’ challenges that 
they face right now from all directions. I appreciate their desire to 
protect people. However, our FDA needs to restart, reset their pri- 
orities back to patients’ needs and away from political risk aver- 
sion. Patients are looking for reasonable assurance and timely ap- 
proval or denial — not all devices make it — but absolute assurance, 
what seems to be the goal here, is impossible, impossible, because 
every human body is unique. 

For products with strong track records, the FDA should leverage 
regulatory findings from other trusted countries and unions such 
as Japan, Australia, European Union and others, and put them 
into the marketplace or at a minimum fast-track them, then mon- 
itor — oK. Two sentences? 

Mr. Stearns. Just if you could wrap up. 

Ms. Conger. Yes. Monitor them in the marketplace. Requiring 
known devices to restart the approval process from the beginning 
when thousands of human already have them in their body is ludi- 
crous. The sooner we act on these changes, the sooner U.S. patients 
will have access to the devices they need at a reasonable price in- 
stead of waiting 2 to 10 years to get the device here. 

[The prepared statement of Ms. Conger follows:] 
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FDA Medical Device Regulation: Impact on American Patients, Innovation, and Jobs 

It shouldn’t be this way! 

Thank you, Mr. Chairman and members of the Committee - my fellow citizens - for your invitation to testify 
about how the FDA approval process impacts patients and. therefore, medical device innovation and jobs. 

My name is Marti Conger, I’m a spine patient, and a very angry one. Because of my experience. I’ve vowed 
to instigate changes in FDA practices to guarantee all US citizens equal access to the most current, successful 
medical technology which the doctor and patient agree is appropriate. 

I became livid when 1 figured out that my government was the main barrier between me and the best solution 
for my spine problem. Worse, I’m just one of too many In this country with the same barrier. 

I believe it's my civic duty to make things better for my fellow citizens who are also awaiting successful 
devices that are essential to their health and/or life sustainability. Specifically, I'm asking Congress to 
require the FDA to accept the regulatory findings of products with strong track records from 
other trusted countries and unions (i.e.. from Europe. Australia, Japan, and others), and put 
them into the marketplace or, at a minimum, “fast track" them. Then monitor the devices as 
they currently do in the marketplace. 

I came to testify as an advocate for the millions of US patients like me who are needlessly suffering, 
deteriorating, and sometimes dying while they wait for the FDA to approve the medical devices they desperately 
need: particularly Class Hi devices that are often already in successful use in other nations. 

Let me tell you a bit about my story. Then i'll share the changes I’m working toward to resolving the problems 
US patients face relative to medical device access. I ask you to help me. because it shouldn’t be this way! 

A bit of my story 

My thoracic outlet syndrome (“TOS") specialist identified a cervical spine issue in 2006, and quickly sent me 
to the UCSF Spine Clinic, to a neurosurgeon who’d been a participating physician in artificial cervical disc clinical 
trials. 
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I've been dealing with multiple, life-altering health issues and, since I can't take opiates or narcotics (or their 
substitutes), I was already physically and mentally drained from chronic pain and raging paresthesia. 

My neurosurgeon’s diagnosis had me reeling, but he immediately started educating me. After we reviewed 
my films in detail, we discussed my options and their benefits and consequences, in my case, my choices were 

to: 

1 - Do nothing and wait for quadriplegia in the next couple of years 

2, Have fusions - which I later learned meant I'd likely still have chronic pain, and possibly have serial 
fusions in the future 

3. Wait a couple of months for an artificial cervical disc in end of the FDA approval pipeline - one 
successfully used in multiple cervical spine levels in Europe since 2003 

I did my research and chose artificial disc replacement (“ADR") over fusion because I wanted to; 

• retain neck motion. 

• avoid future serial fusions. 

• avoid any cage or strap hardware which usually cause chronic pain, and 

• have a two-four week recovery instead of the typical four-six months for fusions. 

My neurosurgeon was willing to support my waiting until the FDA approved the artificial disc - with lots of 
restrictions on me. of course. Naively I thought. "How long could it take? There are already so many good ADR 
device options in regular use in Europe - including this one!" 

Instead of a couple of months, the FDA took another 12 months to finish approving It. More bizarre was that 
they restricted the device to just one level and from k^hotic patients - which I’d become. Why? In other 
countries, this device has had years of success in multiple levels in thousands of patients, and is not restricted 
from kyphotic patients. Why does the FDA Impose such restrictions when the manufacturers have data to refute 
them? 

While I waited for device approval, my spine degenerated to the point that my neurosurgeon and I feared i 
was in serious danger: all of my limbs were numb, my continence was a huge issue, my balance and grip 
unreliable. I was nearly a prisoner in my home for fear of paralyzing accidents. I depended on others for 
everything but my most basic needs. ! admit I refused my doctor's requests to reconsider fusion but I also knew I 
couldn’t continue to safely live without treatment. 
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After much research, ! changed my artificial disc choice to a newer technology that emulates the human disc 
and which had been available and successful outside the US since 2005. Since the device had been in the FDA 
process since 2006, i desperately searched for Spinal Kinetics' M6-C trials in the US, but the few that were open 
were limited to one level, I needed two, possibly three levels, which is approved and successful outside the US. 

Nor could I believe that the newer cervical disc technology, which my doctor and I felt was best for my 
problems, were made forty (40) miles from my house and I couldn’t get them here!!! Yet, they were widely 
available in Asia, Europe, and elsewhere. The only option to get the best devices for me was to go abroad. 

It took research and months of fund raising. We drained what savings we had, accepted $5,000 In gifts from 
friends and family, stripped my life insurance policy of cash value, incurred credit card debt, and my then-75-year 
old husband had to return to work full time (and still does due to my health). 

At last. I had my two-level ADR surgery in October 2009 with Nick Boeree at The Spine Clinic in southern 
England, My pain relief was immediate and my discs are functioning flawlessly. I had surgery on Wednesday, 
toured Winchester Cathedra! on Sunday, and flew home a couple of days later. My US neurosurgeon is thrilled 
with the results, too, and does my follow-up, 

I’d like to note that my surgery, done in a private hospital, cost less than half of what a like-surgery would 
typically cost in the US. Based on studies presented in previous hearings by Congressional Committees on this 
subject, 1 venture to say that much of the huge cost difference can be tracked directly to approval process delay 
expenses incurred by the manufacturer. 

While 1 was blessed to get the best solution for me, I still say there is absolutely no reasonable justification for 
having to wait years and raise tens of thousands of dollars to get access to a successful. US-developed 
technology if our FDA approval process and our health insurer regulations worked for patients. 

It shouldn’t be that way! 

And what about the other Marti Conger’s in this country? For example, there are more than 200,000 spine 
fusions done on US patients every year when there are far better solutions available everywhere except the US. 
People are waiting for access to medical devices that already have CE-marking and years of track record. I 
know, because I receive calls and emails every week from other spine patients -- from auto mechanics to 
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engineers to heart surgeons - who want to know how they might get the treatment they need . . . somewhere, 
somehow. It shouldn’t be that way! 

And what about all the other devices successful and widely used abroad but bogged in the FDA process - 
CoreValve heart valves, PFO devices for certain migraine patients, and the list goes on. Products, often Invented 
here, aren’t available to US patients for years after patients around the world have already had them. It shouldn’t 
be that way! 

The US was once the ultimate place to get superior medical treatment. Now, instead of being the first to 
benefit from our own medical technology advances, we're often the last and we're not benefiting from the delays. 
In sum: 

• Patients with means are flocking to Europe for devices - frequently invented in the US - that are 
approved abroad or approved with unnecessary restrictions. 

• Patients who can't scrape enough together to travel to get to more effective devices denied them by the 
FDA either: 1) succumb to archaic methods in-country. 2) do nothing, 3) degenerate beyond treatability, 
or 4) die waiting to get the right treatment. 

• US inventors are more and more often choosing to forego the US martlet because of the onerous and 
often adversarial FDA approval process that costs millions more than the equally safe EU process. 

• Fewer and fewer non-US inventors are willing to run the FDA gauntlet to gain product approval, further 
diminishing US access to new medical technologies. Those that do are simultaneously moving forward in 
Asia and Europe with their 4’^ and 5**' generation of the same device which will likely never see the light of 
day in the US. 

It shouldn't be that way! 

Unfortunately, I’m one of many with the personal experience to prove it. The devices I traveled to England to 
receive have been available in Europe since 2005 with a strong track record, and are still years away from the 
marketplace in the US. It makes no sense that the FDA doesn’t recognize data from other, trusted nations with 
robust regulatory systems. 

Remember, there are people waiting for these devices! People who are dying, or failing beyond recovery, or 
not being able to live a normal life, draining all of their finances to get care until they receive the proper treatment. 
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With each inappropriate process decision or delay, there are real people who need solutions now; people tike me, 
Rob, Christine, Patrick, Wayne, Linda, Victoria, Alexander ... It just shouldn’t be that way! 

FDA and skepticism 

First we must recognize that the FDA's CDRH has been making a herculean effort to keep pace with an 
industry that’s innovating exponentially - both technok^ically and scientifically. This requires huge changes in 
infrastructure, type of inteliectual property, culture, and the wll to make those changes at the speed required. 
While change isn’t easy for any organization, change Is necessary for the FDA and CDRH to give US patients 
more timely access to safe and effective new therapies. These changes are vital for the sake of US patients’ 
health. 

I ^ appreciate the challenges the agency faces - from all directions. I appreciate their need to protect 
patients. However, our FDA needs to re-set their priorities back to patients’ needs and away from political “risk 
aversion.” 

I also acknowledge that the skepticism about new technologies is real. WeVe ail heard enough FDA “fear 
fodder. ” For example: 

• “We aren’t going to use our people for guinea pigs." 

Be serious. No one - here or abroad - is serving as guinea pigs! 

• ”Non-US results aren’t appropriate for the US market." 

Why? Both Europe and North America are ethnic melting pots. 

• “Only the US can test products sufficiently to be sure they're right.” 

The arrogance of “not invented here = not good enough" is causing US patients to wait much longer for 
successful products. 

• "The CE-marking process Is “easier [and therefore, not reliable]." 

Wrong! It only looks easier because the CE process is reliable, consistent, transparent, and reasonable 
and usually takes less time and money, which results in equally effective products and lower product 
costs. 
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What must change now 

It’s time for the agency and insurers to remove th^selves from patient/doctor decisions. The ultimate 
decision about healthcare should be between a patient and their physician. We, the public, need the FDA to 
determine reasonable assurance of safety and efficacy. As a patient 1 don't expect, nor is it desirable for, the FDA 
to seek “absolute” assurance; it isn’t feasible because every body is unique. The valuable time used to find the 
ever illusive “absolute" assurance often means that patients are denied product access or, when the product is 
finally approved, the cost is so high and/or insurers refuse to cover them that they're not accessible. Please, 
verify that the product will function as designed (which includes safety): then let the patient and doctor make the 
decision. 

The FDA needs to accept the regulatory findings of products with strong track records from other trusted 
countries and unions (i.e., from Europe, Australia. Japan, and others), and put them into the marketplace or, at a 
minimum, "fast track" them. Then monitor them as they currently do in the marketplace. 

If just “fast tracking,” accept all of a manufacturer’s scientific evidence collected from device pre-approval 
testing, trials, and actual market experience without bias or discrimination regardless which trusted nation in 
which the evidence was collected. For products with existing foreign approvals that required human trials, 
additional US human trials should be a last resort after all other evidence has been reviewed. 

Nor should the agency place medically unfounded restrictions on devices - particularly when the 
manufacturer has evidence to refute the proposed restriction(s). For example, don’t limit an artificial cervical disc 
to one level when the product is shown successful in multiple levels in the same patient. 

The impact of “not-invented-here” 

Eliminating the “not-invented-here” bias at the FDA applies most to scientific evidence; doing so is critical to 
making significant progress in getting successful products to the US market faster. What is important is the 
quality of the data - not where the data was collected. 

Requiring known devices to restart the approval process is a waste of time and resources - and often costs 
patients’ lives while they wait. The data from successful products approved outside of the US is a too! and 
support for the FDA’s need for data to avoid risk. 
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By the time a US or EU manufacturer decides to bring their CE-marked product to the FDA. they already have 
more pre- and post-approval evidence about their product for the FDA to make a decision than they’d ever get 
from more trials in the US. 

A “poster child" for the data acceptance and use restriction issues is the artificial cervical disc. Currently there 
are approximately fifteen (15) CE-marked artificial discs in successful use in Europe - including discs from ten 
(10) US manufacturers, (i don’t have data for Asia or on the Americas, other than the US.) 

Of those eight (8) US-invented discs, only three (3) are available in the US. Further, in the US, each of those 
three (3) has the restriction that only one disc may be implanted in any one patient - a decision successfully left to 
the product designer and patient expert, manufacturer and doctor, in the EU. This is critical as most spine 
patients need more than one disc. 


Disc 

CE date 

# Levels 

FDA 

# Levels 

Bryan 

2000 

C3 - C7; per dr. S manf. 

2009 

1 per FDA 

ProDisc-C 

2003 

C3 - C7; per dr. & manf. 

2007 

1 per FDA 

Prestige ST 

2005 

C3 - C7; per dr. & manf. 

2007 

1 per FDA 

Cervicore 

2008 

C3 - C7; per dr, & manf. 

In trials in 2008 @ 1 level 

TBD 

Kineflex 

Pre-2005 

C3 - C7; per dr. & manf. 

In trials since 2005 13 ) 1 level 

TBD 

M6-C 

2005 

C3 - C7; per dr, & manf. 

In trials since 2006 (a 1 level 

TBD 

Mobi-C 

2006 

C3 - C7; per dr. & manf. 

In trials since 2006 @ 1 level 

TBD 

PCM 

2003 

C3 - C7; per dr. & manf. 

Trials done 02/2010 @ 1 level 

TBD 

Prestige LP 


C3 - C7; per dr. & manf. 

Unknown status 

TBD 

Secure-C 

2003 

C3 - C7; per dr. & manf. 

In trials since 2006 @> 1 level 

TBD 


(Note: Data is based on research by the author.) 


Despite having had to conduct the same types of trials and evidence gathering to earn the European CE- 
marking, each disc manufacturer has had to start from scratch when they decided to enter the US market. (See 
the chart above.) Are European bodies so different than US bodies that patient trials (the crux of approval 
processes) must be repeated? 

Again, manufactures with a CE-mark are actually more prepared for FDA approval than those without. They 
bring with them both pre-approval evidence and post-approval data. For example, artificial cervical disc 
replacement surgery is conducted in the EU as commonly as fusion Is conducted in the US; due to its iong-tenm 
consequences, fusion is considered the procedure of last resort outside the US. 

Going through more trials and more pivotal studies just because the data wasn’t gathered in the US or isn’t in 
the perfect format delays patient access for years and adds millions of dollars in manufacturer costs that will be 
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passed on to the patient, thus further affecting accessibHIty. 

Regardless the current economic or political environment, the approval process needs to be more transparent 
and reliable to reduce cost and time to market, and to remove delays that are costing patients a fortune in quality 
of life, medications, medical expenses, and economic productivity. The US model isn’t functioning as efficiently 
and effectively as other approval process models abroad. There must be change that serves patients. 

A call to action 

There are hundreds of thousands of US citizens waiting for access to thousands of medical devices that 
already have proven their mettle in trusted nations. Most of our fellow citizens don't have the resources or 
physical capability to get to devices that should be in common use in the US as they are already in other 
countries. ! am asking you to help me to: 

require the FDA to accept the regulatory findings of products with strong track records from 
other trusted countries and unions (i.e., from Europe. Australia, Japan, and others), and put 
them into the marketplace or. at a minimum, “fast track" them. Then monitor them as they 
currently do in the marketplace. 

The FDA CDRH approval processes are driving US inventors out and foreign inventors away from the US 
martlet. US patients go without or go overseas for medical technologies invented here. 

The sooner we enact change, the sooner US patients will have access to the devices they need at a 
reasonable price - instead of waiting two (2) to ten (10) years for devices invented here and abroad. 

Your fellow citizens desperately need your help. Many patients don’t have time to wait. 


Respectfully submitted, 

^ ^ ]dAJi 


Marti Conger. M.Ed. 
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Mr. Stearns. I thank the gentlelady. 

Ms. Sagan, you are recognized for 5 minutes. I just urge every- 
body if possible to keep it to 5 minutes. 

TESTIMONY OF PAM K. SAGAN 

Ms. Sagan. Chairman Stearns, Ranking Member DeGette and 
members of the committee, thank you for asking me to testify be- 
fore you today. 

My husband and I have three children, the youngest of whom, 
our daughter Piper, was diagnosed with type 1 diabetes at the age 
of 2 in 1989. She has lived over 20 years with this constant, fright- 
ening, deceptive and malicious disease. 

I come before you today not only as a parent but as an advocate 
for tools and technology for my daughter and others with diabetes 
and with my enduring hope for a cure. 

Piper has always been prone to hypoglycemic events — low blood 
sugar. They seem to come on hard and fast. I remember her almost 
drowning as a youngster after becoming unconscious from low 
blood sugar while taking a bath. College also brought one or two 
incidents a year where she slept into hypoglycemia and didn’t wake 
up the next morning, requiring emergency medical care. 

There is a chilling term that is the worry of every parent of a 
child with diabetes called “dead in bed.” Kids are found dead in the 
morning after a completely normal evening the night before. Most 
of the time it is due to severe hypoglycemia. I don’t want this to 
happen to my daughter or anyone else with diabetes, so you can 
understand where my fire comes from. 

Just this past winter. Piper, now a 24-year old, had another se- 
vere hypoglycemic event. While working at a retail store, the last 
thing she remembers is closing the front door of the shop as she 
left to walk the 10 blocks to her apartment. My cell phone rang at 
home, and she slurred to me that she was locked out of her apart- 
ment. Upon further conversation, I realized that she was low. She 
had wandered her way home in a semiconscious state. She had 
crossed busy San Francisco city intersections at rush hour, she had 
fallen and scraped her hands as she walked, and she had lost blad- 
der control. She finally ended up at her apartment, the keys were 
in her purse, but she didn’t know what they were. She pulled out 
her cell phone and pushed the number one, my cell phone number. 
All this time, her continuous glucose monitor was alarming, but 
her blood sugar was too low to take action, and her insulin pump 
continued to pump insulin into her body, lowering her blood sugar 
even more. 

This is life with type 1 diabetes. Type 1 diabetes occurs when the 
body’s immune system attacks the cells in the pancreas that 
produce insulin. Insulin regulates glucose in one’s body, and with- 
out it, a person with type 1 diabetes cannot live. There is no cure 
for this disease and it imposes an enormous physical, emotional 
and financial burden. On average, a child with diabetes will have 
to take over 50,000 insulin shots or infusions in a lifetime. Every 
hour of every day for the rest of her life, she will have to balance 
insulin, food and activity to try to prevent low and high blood sug- 
ars, and the devastating and costly complications: seizures, comas, 
kidney failure, heart disease, blindness and amputations. It 
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astounds me that diabetes costs our nation more than $174 billion 
a year and one in three Medicare dollars is spent to care for people 
with diabetes. 

Because of these burdens, people with diabetes and their loved 
ones need timely access to innovative, life-saving technologies to 
help better manage the disease. Some breakthrough tools and tech- 
nologies that protect against dangerous diabetes episodes are al- 
ready available all over the world, but not available here in the 
United States. 

I don’t claim to be an expert on the regulatory process at the 
U.S. Food and Drug Administration, but as a parent with a daugh- 
ter with diabetes, I am extremely frustrated that better tech- 
nologies to help people with diabetes are delayed here in the 
United States. Low-glucose suspend systems have been approved 
for nearly 3 years and used safely in over 40 countries worldwide, 
but they are not available here in America. This technology is one 
critical example where our Nation is lagging behind in the approval 
of devices that would make living with this disease much safer. As 
background, these pumps stop delivering insulin automatically 
when a monitor indicates that the body’s glucose levels are low. 
With this kind of pump, my daughter wouldn’t receive more insulin 
when she is already low, causing her blood sugar to drop further 
and potentially causing a seizure, coma and even death. With the 
present FDA approval process, it will require a clinical trial con- 
ducted in this country, and a delay of years to conduct the study 
and compile the data before a decision is made. Kids are dying 
from hypoglycemia now. I want, and my daughter needs, this sys- 
tem available in the United States today. 

In 2006, I was thrilled that the FDA recognized the importance 
of this technology and placed the artificial pancreas on its Critical 
Path Initiative. That was 5 years ago. With the funding from the 
Special Diabetes Program, for which I am so grateful to all the 
members of this committee for supporting, the artificial pancreas 
was tested favorably in a hospital setting. Now it is time to move 
to outpatient studies. 

I implore Congress to continue to urge the FDA to move forward 
on next steps relating to low-glucose suspend systems and the arti- 
ficial pancreas so that people with diabetes will remain healthier 
and safer until a cure is found, and I would lead the chorus of ap- 
plause for the FDA when real progress happens, but it has to hap- 
pen very soon. My daughter’s life is depending on it. 

[The prepared statement of Ms. Sagan follows:] 
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Chairman Stearns, Ranking Member DeGette and Members of the Committee: Thank you for 
asking me to testify before you today. My husband and [ have three children; the youngest of 
whom, our daughter Piper, was diagnosed with type 1 diabetes at the age of two in 1989. She 
has lived over 20 years with this constant, frightening, deceptive and malicious disease. T come 
before you not only as a parent, but as an advocate for tools and technology for my daughter and 
others with diabetes, and with my enduring hope for a cure. 

Piper has always been prone to hypoglycemic - low blood sugar - events. They seem to come on 
hard and fast. I remember her almost drowning as a youngster after becoming unconscious from 
low blood sugar while taking a bath. College also brought one or two incidents a year where she 
slept into hypoglycemia and didn’t wake up the next morning, requiring emergency medical 
care. There is a chilling term that is the worry of every parent of a child with diabetes called 
“dead in bed”. Kids are found dead in the morning after a completely normal evening the night 
before. Most of the time, it is due to severe hypoglycemia. I do not want this to happen to my 
daughter or anyone else with diabetes. So you can understand where my fire comes from. 

Just this past winter. Piper, now a 24-year old, had another severe hypoglycemic incident. While 
working at a retail store, the last thing she remembers is closing the front door of the shop as she 
left to walk the 10 blocks to her apartment. My cell phone rang, and she slurred to me that she 
was locked out of her apartment. Upon further conversation, I realized that she was “low”. She 
had wandered her way home in a semi-conscious state - she had crossed busy city intersections 

at rush hour, she had fallen and scraped her hands as she walked, and she had lost bladder 

control. She finally ended up at her apartment, the keys were in her purse, but she did not know 
what they were. She pulled out her cell phone and pushed the #1 - my cell phone number. All 
this time, her continuous glucose monitor was alarming, but her blood sugar was too low to take 
action, and her insulin pump continued to pump insulin into her body, lowering her blood sugar 
even more. 

This is life with type 1 diabetes. Type I diabetes occurs when the body’s immune system attacks 
the cells in the pancreas that produce insulin. Insulin regulates glucose in one’s body and 
without it a person with type I diabetes cannot live. There is no cure for this disease and it 
imposes an enormous physical, emotional, and financial burden. On average, a child with 
diabetes will have to take over 50,000 insulin shots or infusions in a lifetime. Every hour of 
every day for the rest of her life she will have to balance insulin, food, and activity to try to 

prevent low and high blood sugars, and the devastating and costly complications; seizures, 

comas, kidney failure, heart disease, blindness, and amputations. It astounds me that diabetes 
costs our nation more than $174 billion a year and one in three Medicare dollars is spent to care 
for people with diabetes. 

Because of these burdens, people with diabetes and their loved ones need timely access to 
innovative, life-saving technologies to help better manage the disease. Some breakthrough tools 
and technologies that protect against dangerous diabetes episodes are already available all over 
the world, but not available here in the United States, 
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1 do not claim to be an expert on the regulatory process at the U.S, Food and Drug 
Administration, but as a parent with a daughter with diabetes, I am extremely frustrated that 
better technologies to help people with diabetes are delayed here in the United States. 

Low glucose suspend systems have been approved for nearly three years and used safely in over 
40 countries worldwide, but they are not available here in the U.S. This technology is one 
critical example where our nation is lagging behind in the approval of devices that would make 
living with this disease much safer. 

As background, these pumps stop delivering insulin automatically when a monitor indicates that 
the body’s glucose levels are low. With this kind of pump, my daughter wouldn’t receive more 
insulin when she’s already low, causing her blood sugar to drop further and potentially causing a 
seizure, coma, and even death. With the present FDA approval process, it will require a clinical 
trial conducted in this country, and a delay of years to conduct the study and compile the data 
before a decision is made. Kids are dying from hypoglycemia now. I want, and my daughter 
needs, this system available in the U.S. today. 

Likewise, if the pattern continues, the next generation of these systems may be available in other 
countries years before they are available in America. The low glucose suspend technology is the 
first phase of an artificial pancreas, a combination of a continuous glucose monitor and an insulin 
pump with software that communicates between the two to automatically monitor glucose levels 
and administer insulin doses. Unlike the low glucose suspend pump, the artificial pancreas 
would address both high and low blood sugar levels. 

In 2006, 1 was thrilled that the FDA recognized the importance of this technology and placed the 
artificial pancreas on its Critical Path Initiative. Since then, with funding from JDRF and the 
Special Diabetes Program, for which 1 am so grateful for this Committee’s tremendous support, 
the artificial pancreas was tested favorably in a hospital setting. Now key trials are on hold until 
the FDA provides a roadmap for outpatient studies. Clinical experts provided a draft roadmap in 
March to help the process along. 1 am so grateful that a bipartisan majority of the House 
provided strong support for this effort with letters, led by Representatives DeOette and Whitfield 
in the House and several Members of this distinguished Committee, encouraging the FDA to 
move forward quickly to consider this proposal. The FDA announced recently that it will 
publish draft artificial pancreas guidance by December, it should not have to take this long. 
This technology could revolutionize diabetes care. It is imperative that the FDA provide 
reasonable guidance immediately, not later as we’ve seen with low glucose suspend systems. 

I implore Congress to continue to urge the FDA to move forward urgently on next steps relating 
to low glucose suspend systems and the artificial pancreas, so that people with diabetes will 
remain healthier and safer until a cure is found. 1 want very badly to be an advocate for the work 
of FDA. And i would lead the chorus of applause for the FDA when real progress happens, but 
it has to happen very soon. My daughter’s life is depending on it. 

Thank you. Members of the Committee, for allowing me to testify on an issue so close to home. 
I am pleased to answer questions you may have. 
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Mr. Stearns. Thank you. 

Mr. Mandel, you are recognized for 5 minutes. 

TESTIMONY OF MICHAEL MANDEL 

Mr. Mandel. Members of the subcommittee, thank you very 
much for the opportunity to testify on medical device regulation 
and its impact on health and innovation. 

This statement draws heavily on a recent policy brief that I 
wrote for the Progressive Policy Institute where I am chief eco- 
nomic strategist. I am going to talk about one specific example 
where the FDA is apparently impeding innovation. I will then 
briefly discuss what we can do to boost innovation without hurting 
health and safety while expanding high-quality health care to un- 
derserved populations. 

My major focus as an economist is the link between innovation 
and jobs. U.S. job growth has been weak since 2000. Surprisingly, 
innovation has been weak as well once we look beyond IT and com- 
munications. We got the iPhone but we didn’t get gene therapy. We 
got Angry Birds but we didn’t get enough health-improving, pro- 
ductivity-enhancing medical technologies. The question is why. 
There are plenty of culprits. Profit-seeking companies, inflexible 
doctors, out-of-control lawyers, myopic academics, the list could go 
on and on. But today I am going to focus on the FDA. 

The FDA has a very tough and essential job: ensuring the health 
and safety of the American public. But over the years, people have 
regularly complained to me that the FDA imposes excessive re- 
quirements on the approval of new drugs and devices. No doubt the 
FDA has gotten stricter in recent years about requiring evidence of 
safety and effectiveness. However, by itself, that is not enough to 
show over-regulation. Health and safety is paramount, and no one 
wants dangerous drugs and devices put on the market. It could be 
that we were under-regulating before. However, in May 2011, I 
heard about one example that suggested over-regulation. This was 
MelaFind, a name that I had never heard before, a handheld com- 
puter vision device intended to help dermatologists decide which 
suspicious moles and spots should be biopsied for melanoma. 

Not to go into detail here, but if MelaFind worked, it was easy 
to see how it could improve health and cut costs. Moreover, 
MelaFind could be used to augment care in low-income and rural 
areas. Equally important, the device was non-invasive. That meant 
it was as safe as possible, and it was an IT-driven expert system, 
which meant that it would get better over time as the computer 
power increased. Imagine my surprise when I discovered that the 
FDA staff had deemed MelaFind not approvable, and double my 
surprise when I read the briefing document that the FDA staff pre- 
pared for a panel of dermatologists, statisticians and other experts 
who were voting on whether to recommend MelaFind for approval. 
The FDA briefing document started with a very reasonable anal- 
ysis of the shortcomings of the MelaFind test results. I was initially 
quite sympathetic to FDA’s perspective but when the FDA started 
listing its broader objection to MelaFind and what it expected the 
device to do, it quickly became clear that the agency was using a 
set of standards that no first-generation device could ever reach. 



55 


Just a couple of striking ones. The FDA objected because the 
study did not find “a clinically significant difference between 
MelaFind and the examining dermatologist.” The agency also ob- 
jected because the device was not demonstrated to make inexperi- 
enced doctors the equal of experienced dermatologists. Let me re- 
peat that. The FDA apparently was saying that in order to be ap- 
proved, that MelaFind had to beat experienced dermatologists and 
had to turn inexperienced doctors into the equivalent of board-cer- 
tified dermatologists. These are great goals. These are fantastic 
goals. However, they are also goals that no first-generation device 
can ever reach. Failing to approve MelaFind is the equivalent of re- 
jecting the first cell phone on the grounds that callers might 
mishear important emergency messages. Or think about a govern- 
ment body telling Steve Jobs in 1977 that the first Apple computer 
was not approvable because he had not submitted a study showing 
Apple users could be trained to produce the same results as users 
of mainframe computers. 

Because MelaFind is non-invasive, it gives us a clear window 
into the FDA’s approach that we don’t get from other devices and 
drugs that may have negative side effects. As an economist, it wor- 
ries me that we are missing health-improving, productivity-enhanc- 
ing devices and drugs because the FDA has too narrow a perspec- 
tive. Thank you. 

[The prepared statement of Mr. Mandel follows:] 
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Summary 

As the key gatekeeper for pharmaceutical and device innovation, the Food and Drug 
Administration (FDA) has a tough job. If it is too lenient, it will allow the sale of drugs and 
medical technology that could harm vulnerable Americans. Too tight, and the U.S. is being 
deprived of key innovations that could cut costs, increase health, and create jobs. 

This statement draws extensively on a recent policy brief that I wrote for the Progressive Policy 
Institute, where I am Chief Economic Strategist. In this statement, I address the question: Is the 
FDA unintentionally choking off cost-saving medical innovation? First, I discuss the difficulty 
of assessing whether the FDA is under-regulating or over- regulating new drugs and devices, 
given the desire for safety. I then show how the FDA is clearly applying “too-high” standards in 
the case of one noninvasive device currently under consideration — MelaFind, a handheld 
computer vision sy.stem intended to help dermatologists decide which suspicious skin lesions 
should be biopsied for potential melanoma, a life- threatening skin cancer. I then draw analogies 
to development of the early cell phones and personal computers. 
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Statement 

Mr. Chairman, Ranking Member DeGelte, members of the subcommittee. Thank you very much 
for the opportunity to speak on medical device regulation, and its impact on health, innovation, 
and jobs. 

This statement draws heavily on a recent policy brief that 1 wrote for the Progressive Policy 
Institute, where I am currently Chief Economic Strategist. (“How the FDA Impedes Innovation: 
A Case Study in Overregulation”, June 2011). lam also affiliated with the Mack Center for 
Technological Innovation at Wharton at the University of Pennsylvania, as a senior fellow. Until 
2009, 1 served as Chief Economist at BusinessWeek, where I helped direct the magazine’s 
domestic and international economic coverage. I’ve written three books on uncertainty, 
innovation and growth, and one basic economics textbook. 

My major focus as an economist is the link between innovation and jobs. We ail know that U.S. 
private sector job growth has been weak for the past decade. Surprisingly, innovation has been 
weak as well, once we get beyond the IT/communications sector. In a piece 1 published in 
2009, 1 constructed a list of potential innovations that were receiving major investments from 
venture capitalists and corporations in 1998. I then showed that the commercial impact of most 
of them were far less than expected ten years later, outside of the IT/communications sector. So 
we got the iPhone, but we didn’t get gene therapy. 
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Innovation in Medicine 

If we look back at the economic history of the past 200 years, one pattern stands out clearly — 
new technologies start out expensive, but then end up cutting costs over time. For example, 
gasoline-driven tractors were initially much costlier and less reliable than horses. Over time, 
however, tractors were improved and made much less expensive, and the resulting shift to 
mechanized agriculture helped drive down the cost of producing food. 

Similarly, when cell phones were first introduced in the 1980s, they were bulky, heavy devices 
which retailed for $4000, provided terrible reception and could barely fit in a briefcase, much 
less a pocket. After 20 years of evolution, iPhones and Android smartphones are slender, light, 
relatively cheap and far more capable than their ancestors. 

One unfortunate exception to this historical pattern is healthcare. The United States devotes 
roughly one-third of its R&D spending, public and private, to the biosciences, so presumably we 
should be getting plenty of useful innovation.' Yet the cost of healthcare per person keeps rising, 
faster than the aging of the population would account for. As a result, the conventional wisdom 
is that healthcare technology, rather than holding down costs, has actually increased them. 

This breakdown of historical precedent has generated plenty of finger pointing. In no particular 
order, drug companies have been blamed for focusing too much on profit rather than on cost- 
saving advances; lawyers have been blamed for frivolous malpractice suits that have doctors 
practicing defensive medicine; physicians have been blamed for being too inflexible and 
focused on their own income; politicians have been blamed for setting up an entitlement system 
that encourages excess spending; and the government’s main health research funding agency. 
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NIH, has been blamed for overemphasizing academic research rather than product development 

FDA AND Regulation 

For the purposes of this hearing, however, 1 will focus on the FDA, which has been criticized 
for imposing excessive requirements on the approval of new drugs and medical devices. Three 
facts are clear. First, the FDA’s regulatory reach and intensity has increased over the past 10 
years. FDA employment grew by 33 percent between 2000 and 2011, even as employment in 
the regulated industries — pharmaceuticals, medical devices, and biotech-only rose by 3 
percent. 

Second, in the wake of high-profile episodes such as the Vioxx case, the FDA has gotten stricter 
about requiring evidence of safety and effectiveness before approving new drugs. Third, the 
number of new drugs approved fell sharply over the past decade compared to the decade before. 

Still, these three facts alone are not enough to show that the FDA is over-regulating today. Many 
would argue that the changes were necessary, because the FDA was under-regulating previously. 
Indeed, few people would want the FDA to approve drugs or devices that carry potential safety 
risks for patients. 

An Example of Overregulation 

However, there is one ongoing example that suggests the FDA might have crossed the line into 
over-regulating and suppressing innovation. This is the case of MelaFind, which as noted above, 
is a handheld computer vision device intended to help dermatologists decide which suspicious 
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skin lesions should be biopsied for potential melanoma. The device is pointed at a lesion, the 
visual image is rapidly compared to a computerized database, and the results are reported to the 
doctor. 

A device such as MelaFind, if approved, could be a very useful tool, since melanoma is easy 
and cheap to treat when caught early, and expensive and difficult to treat if detection is delayed. 
MelaFind would provide an immediate second opinion for dermatologists, and a dermatologist 
working long hours in an inner city or rural clinic could use MelaFind’s expert system to 
provide consistent advice. This availability of this tool is especially important as cost pressures 
force doctors to spend less time with each patient. 

In order to get approval, Mela Sciences, the company that created MelaFind, did a multi-year 
study of the accuracy of the device compared to a panel of dermatologists. The company claims 
that it passed the test that the FDA had agreed to.^ Indeed, on some dimensions of the study the 
device did better than the panel of dermatologists. 

Nevertheless, the FDA staff deemed the device “not approvable,” saying that MelaFind “puts the 
health of the public at risk.”^ Despite the strong negative re.sponse from the FDA, the company 
requested that the device be assessed by a panel of dermatologists, statisticians, and other medical 
experts. The advisory panel met in November 20 10 and voted narrowly to recommend approving 
MelaFind. Nevertheless, the FDA has not yet approved the device. 

To understand why this is an example of overregulation, let’s look at some of the medical 
background. The early detection process for melanoma has two steps: First, the dermatologist or 
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other skilled physician checks the patient to identify potentially suspicious skin lesions. Second, 
the doctor decides which lesions to biopsy — ^remove in part or whole-and send to a lab to be 
checked for cancer. 

There are two important points here: First, it’s not feasible or desirable to biopsy all skin lesions. 
Biopsies are expensive and potentially disfiguring, depending on the location and the type of tool 
used. The goal, medically and financially, is to biopsy the fewest number of lesions consistent 
with catching the maximum number of melanomas. 

Second, identifying which lesions to biopsy is more of an art than a science. Put five 
dermatologists in a room with a patient, and each of them might pick a somewhat different set of 
lesions to biopsy. And, of course, the chance of errors goes up when dermatologists with less 
experience or training are doing the screening. 

Ideally, dermatologists could use a second opinion — another set of eyeball.s-to help make a 
decision about which suspicious lesions to biopsy. That’s the role of MelaFind, which is a 
combination of computer vision linked to an expert system. The handheld device effectively takes 
a picture of the lesion, compares it to an internal database, and then indicates whether the lesion 
should be biopsied. 

The FDA’s Rationale 

There are two important points about MelaFind relevant to the topic of this paper. First, it is 
noninvasive. As a computer vision system, MelaFind stands at the low end of the spectrum of 
possible safety risks — less risky to patients than most drugs, implanted devices such as stents, 
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pacemakers, and joint replacements, and devices that emit penetrating radiation. 

Second, as an expert information technology system, the company has a clear path to improving 
the performance of the device over time. Just like virtually every information technology device 
has improved its performance over time. 

So why then did the FDA come out so strongly against MelaFind? In the briefing document for 
the November 2010 panel meeting, the agency made several arguments:^ 

• The device did not do better than the experienced dermatologists in the study (“the 
FDA review team does not believe this is a clinically significant difference between 
MelaFind and the examining dermatologist”) 

• The device was tested on lesions identified by experienced dermatologists, not on the 
broader set of lesions that might be identified by “physicians less experienced than 
these dermatologists,” 

• The device did not find every melanoma in the sample (“Since the device is not 100% 
sensitive, if use based on the device’s diagnostic performance reduces the number of 
biopsies taken, harm could ensue in the form of missed melanomas.") 

• The device was not demonstrated to make inexperienced physicians the equal of 
experienced dermatologists ("Currently, formal training is offered to physicians to 
become board certified dermatologist and thus be able to diagnose clinically atypical 
lesions. The FDA review team would have to compare this board certification training 
to that offered by the sponsor to those physicians operating MelaFind to determine if it 
is found adequate.”) 
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To summarize, the FDA seems to be saying that it cannot approve MclaFind unless the device 
can: 

• Outperform experienced dermatologists 

• Perform well on any lesion that an inexperienced doctor might find suspicious 

• Never miss any melanomas 

• Turn an inexperienced doctor into the equivalent of a board-certified dermatologist. 

This is a standard that no first-generation device can ever reach. If the FDA fails to approve 
MelaFind, it would be the equivalent of rejecting the first cell phone on the grounds that 
callers might mishear important messages. 

Resetting the Standard 

By not approving MelaFind, the FDA is clearly blocking innovation. The device is far from 
perfect, but it’s a real-time system that by some measures does as well as an experienced 
dermatologist in identifying lesions to be biopsied. 

What’s more, the philosophy of the device is clearly pointing in the right direction— the use of 
information technology to improve medical decision making and treatment, with the ultimate 
long-term goal of both improving health and lowering costs. 

But beyond the approval or rejection of one particular device, the larger issue is whether the U.S. has 
unintentionally set up a system of approvals that are biased against cost-saving “disruptive 
innovation.” A disruptive innovation, as identified by Clayton Christensen, starts out as less capable 
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than existing technologies, but as the innovation evolves, it gets both cheaper and more powerful. 

The first automobiles, for example, were both more expensive and less reliable than a horse. 
Similarly, the first personal computers were basically toys compared to the existing 
minicomputers and mainframes. But they got better and cheaper over time. 

From that perspective, it’s clear that a government regulatory body with “too-high standards” can 
have the effect of choking off innovation. Imagine how the history of computing would have been 
different if Steve Jobs and Steve Wozniak had to prove that the Apple I could meet government 
performances standards before it could be sold. 

With fairly modest changes, FDA standards can be adjusted to encourage cost-saving innovation 
without compromising safety. That’s essential for growth and jobs going forward. 


1 "Where the U.S. is fiuilding Knowledge Capital,” Innovation and Growlhblog, December 21, 

2010 . 

2 More precisely, the company claims that it hasa ^binding protocol agreement’ that the FDA has snolated. {See an explanation here). 
This is an exceptionally important point, but not germane to this paper. 

3 FDA PMA P090012 ExecutiveSummary, MELA Sciences, Inc., MelaFind, November 18, 

2010. 

4 “Mela Shares Surge After FDA Panel Vote,” Wall Street Journal (online), November 19, 2010. 

5 FDA PMA Pogooi2 Executive Summary, November 18, 2010, 
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Mr. Stearns. Thank you. 

Dr. lanchulev, you are recognized for 5 minutes. 

TESTIMONY OF SEAN lANCHULEV 

Mr. Ianchulev. Thank you. Mr. Chairman, Ranking Member 
DeGette and members of the subcommittee, I am Dr. lanchulev, 
and I would like to thank you for the opportunity to share my per- 
sonal experience with the FDA and the regulatory process and its 
impact on patient care, innovation and development of new tech- 
nologies in this country. These are my own opinions, and 1 share 
them to you from the perspective of a physician, innovator and de- 
veloper of some new therapeutics and devices. 

In the way of background, 1 am a physician, eye surgeon who 
uses medical devices and technology to treat and prevent Windness. 
1 am an associate clinical professor on the faculty of UCSF School 
of Medicine, where 1 see firsthand the translation of research into 
patient care, and as the developer and inventor of new technologies 
in the field, 1 have led innovative treatments through the regu- 
latory process with the FDA and 1 have direct experience with the 
drug and device side of the FDA in addition to experience with the 
European regulatory authorities. 

Physicians such as myself feel privileged to be educated, practice 
and advance medicine in the United States. The United States has 
been a leader in cutting-edge innovation traditionally, and my field, 
ophthalmolo^, is a bright example to that effect. In fact, the most 
common device implanted today is the intraocular lens implant for 
cataracts, and this has been one of the most successful, effective 
and safe treatments to date based on innovation of the 1980s and 
1990s and based on leadership of the FDA at that time with a 
streamlined regulatory process. 

Today more than ever, we need best-in-class technology in serv- 
ice to our aging population and it is unfortunate that patients are 
starting to seek care from foreign doctors who are now trained and 
have hands-on experience with technologies we see much later in 
the United States, as we heard today. As a physician who not only 
delivers the standard of care but also innovates in my field, 1 have 
failed a number of times to treat patients with what 1 think is the 
best treatment for them. In fact, 1 see more and more patients 
seeking the often-challenging offshore route in search of interven- 
tions that are not available here with much added cost, frustration 
and pain. When recently asked by a patient suffering from a degen- 
erative, blinding eye disease about a therapy not approved in the 
United States but available in other countries, 1 had to stay silent. 
The patient ended up traveling to Canada to receive treatment for 
which he paid out of pocket. 

But 1 would like to go beyond the anecdotal experience and ask 
the bigger question: what innovative first-class therapies are we 
delivering to patients today? Let us take the field of ophthalmology, 
which is a good example with its high degree of technical innova- 
tion and device utilization. To check the innovation pulse prior to 
this hearing on the way here, 1 reviewed all of the FDA-approved 
PMA devices in my field over the past 5 years. As you aware, the 
PMA class 111 devices is the lifeblood of innovation and some of the 
most advanced, complex devices for life-sustaining or, in my case. 
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vision-sustaining, treatments are approved through this process. I 
reviewed the labels of all 12 such devices I could find on the FDA 
Weh site. At the time of approval, all of them had been approved 
not only in the EU but in many as 20 to 40 countries before they 
were approved in the United States. In addition, some of the de- 
vices already had vast clinical experience dwarfing the FDA clinical 
trial numbers and in some examples those were more than 100,000 
patients treated worldwide before FDA approval. In one illustrative 
case with the cumulative world experience of more than 60,000 pa- 
tients, the FDA label spoke only of 300 patients in the registration 
trials, too few and too late. 

Avoiding a long discourse on the meaning of the symptomatic 
state, it is not hard to see that we have failed to deliver best-in- 
class innovation. More importantly, we now see that new tech- 
nologies are not only perfected abroad but are developed and com- 
mercialized to their full extent and companies now execute not only 
on small feasibility studies but implement their main validation 
studies, their clinical research programs and even product launches 
abroad, as evidenced by a recent MDVC report. 'Vi^at follows with 
that is the departure of talent, expertise and patients. 

The FDA is the gateway for new therapies, and as a vigilant 
gatekeeper, the regulatory process has to ensure safety and effi- 
cacy, but it has to facilitate innovation, and examples of that are 
right in the halls of the FDA. As a drug developer who headed the 
clinical research and development programs at one of the most suc- 
cessful approved biologic therapies for eye disease, Lucentis for 
macular degeneration, I have added comparative experience from 
the ODER, whose input and oversight were critical in the execution 
of this highly complex, rigorous therapeutic program of biologies 
and resulted in the commercialization of a groundbreaking thera- 
peutic which helps hundreds of thousands of patients today. 

So this program was not only successful but exemplary in many 
ways of how the regulatory process should work and was ref- 
erenced by the FDA itself in a published guidance to industry for 
best-in-class drug development. The key learnings from this experi- 
ence — explicit guidance to companies and investigators, consistency 
and transparency of feedback in the review process, and a high 
level of in-house expertise from the FDA reviewers. 

My experience with the development of new technologies is that 
the pathway to innovation is challenging and it is necessary to take 
calculated risks in a thoughtful and deliberate way and to protect 
patients. We need safe and effective treatment for all patients and 
it is critical that we have the best-in-class regulatory process to do 
justice to the high level of passion, hope, talent and resources this 
country invests in the innovation process in helping patients. 
Thank you. 

[The prepared statement of Mr. lanchulev follows:] 
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July 20, 201 1 

Congressional Hearing on the Impact of Medical Device Regulation on Jobs and 
Patients 

Testimony Sean lanchulev, MD MPH 

Mr. Chairman, Ranking Member DeGette and Members of the Subcommittee, I am Dr. 
Sean lanchulev, and I would like to thank you for the opportunity to share my experience 
with the FDA and the regulatory process and its impact on patient care, innovation and 
the development of new technologies. The opinions I share are solely mine and not of 
the entities I am associated with and they reflect my experience as a physician, 
innovator and developer of new therapeutics and devices. 

I will support the following statement with additional information. 

I believe we have an overly burdensome CDRH regulatory process which negatively 
impacts ail stakeholders in the medical device field - innovators, physicians, patients 
and investors. It probably negatively impacts the agency itself which devotes enormous 
diligence to maintain integrity, expertise and vigilance - all good causes which deserve 
better return on the effort invested. Much value can be obtained from process 
improvements that would increase efficiency, transparency, communication and 
streamline the regulatory process to achieve operational excellence and meet the needs 
of the new decade. 

As a clinician and eye surgeon, I use medical devices and therapeutic intervention to 
treat serious medical problems and prevent blinding conditions such as glaucoma, 
cataract and macular degeneration. In fact, the most frequently implanted medical 
device {more than 3 million implantations per year) is the intraocular lens implant for 
cataract surgery - a product of groundbreaking innovation which transformed clinical 
care and patient wellbeing and is considered one of the best examples of a safe and 
effective clinical intervention today. 

As an innovator I have considerable experience with both divisions of the FDA - the 
ODER and CDRH. As a drug developer who headed the clinical research and 
development of one of the most successful approved biologic therapies for eye disease 
(Lucentis ® for macular degeneration) I have the added comparative experience with 
the ODER whose input and oversight were critical in the execution on this highly 
complex, rigorous therapeutic program and resulted in the commercialization of a 
groundbreaking therapeutic with more than $2Bn annual sales and great impact for 
patients, physicians, industry and jobs. Simultaneously, as a physician executive and 
chief medical officer for a medical device company which has raised more than $50 
million to finance the development of an eye implant - a Class III device and one of the 
few medical devices in an ongoing PMA process, I have direct experience with the 
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CDRH in today’s environment vs/hich gives me a perspective into some of the manifest 
challenges at the division. 

Lastly, as a health care professional who is licensed both in the US and the EU and who 
frequently participates in clinical, academic and professional exchanges/collaborations 
in Europe, and spends significant amount of time with fellow European clinicians, I am 
acutely aware of parallels and contrasts in the changing paradigms of clinical practice 
and access to new technology across the Atlantic. 

Physicians such as myself feel privileged to be educated, to practice and advance 
medicine in the US where access to cutting-edge innovation and latest technology has 
been the marquee of American health care. Medical devices represent a significant part 
of this innovation particularly for a surgeon like myself and in a field such as 
ophthalmology which boasts a high level of device innovation. As a leader in the 
medical device field over the past several decades, the US has been able to deliver 
enormous benefits to patients while cultivating an environment of innovation and 
expertise with simultaneous economic benefit in terms of highly qualified jobs. In my 
field, there are many examples but most salient is the fact that we can now successfully 
treat cataracts (one of the few chronic degenerative diseases to be cured) with a safe 
and effective implant technology which was developed mainly in the US in the 1980s 
and 1 990s and perfected more recently. 

Since regulatory approval is the gateway for allowing physicians to use pioneering 
technologies, there is no doubt in my mind that the US regulatory leadership in the past 
with a streamlined and responsive best-in-class regulatory process was in part 
responsible tor these advances as it encouraged innovators, physicians and industry to 
deliver new safe and effective therapies. Similarly, there is no doubt that if we lack the 
necessary leadership and regulatory innovation today, it will be particularly detrimental 
in a global world where knowledge and expertise have no boundaries. 

Since 2007, the review process for devices appears to have changed with a momentous 
swing towards a state of hyper-vigilance and conservatism which has significantly 
increased the burden, cost and timelines for the introduction of new devices. The sharp 
decline in the productivity of the regulatory pipeline (with a decrease in PMA filings- only 
15 in 2009) is concerning at this very juncture when few diseases have been cured and 
there is great unmet need for new and better therapies to address the aging population. 

Today, the overburdened regulatory process poses several dilemmas with real impact 
on all stakeholders, including the FDA. 

The Patient Dilemma: 

The direct patient experience is always the best indicator for whether we fail in our job in 
the health care field. As an eye surgeon I treat patients who are losing their sight either 
due to advancing cataracts or glaucoma or macular degeneration. As a physician who 
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not only delivers the standard of care, but also innovates in the ophthalmic field, I have 
failed on a number of times to treat patients with what I would have thought is the best 
therapeutic approach. On several occasions, I have had to refer patients to other 
countries (Europe and Canada) to receive the necessary treatment because the medical 
devices were not available in the US and were years away from being commercialized. I 
appreciate the counterpoint on fully characterized product efficacy and safety for FDA 
approval, but the already available worldwide clinical experience from colleagues and 
the peer-review literature well ahead of FDA registration in the US can inform physician 
clinical judgment and allow educated patient decision on the best therapeutic approach. 
In reality, even with approved FDA treatments, the product label rarely predicts the 
individual patient response and clinical experience. 

In the ophthalmic field, virtually most technologies that were PMA approved in the US in 
the last 5 years, as well as many new technologies currently captive in a convoluted 
approval process (such as new Intraocular lenses, minimally invasive glaucoma stents, 
other intraocular implants), have been available in the rest of the world for many years, 
allowing foreign clinicians to practice advanced medicine and participate in new 
improvements and future innovation. In the US, the slow approval process limits 
physician access to such technologies even if there is ample data and experience from 
abroad. This leads to another dilemma: FDA or physician control on prescribed 
treatment choice at the point of care. Replacing physician judgment, experience and 
decision-making with a product label is not a good idea and seems to represent a 
dangerous trend in the more recent regulatory philosophy and process in the US today. 
While Congress never gave the FDA a mandate to regulate physician practice, such is 
being effectively exercised by curtailing access to new technology and products. 
Obviously, the balance between prescriptive labeling and physicians’ access and 
judgment on how to use these new technologies is very different in the US and other 
developed countries, such as EU, Japan and others. 

The Innovation Dilemma; 

The ophthalmic field could be a good example as it is one with traditionally high level of 
technological innovation with a multitude of surgical and diagnostic instruments such as 
intraocular implants and lasers. However, due to the systematic problems of increased 
cost and hurdles of the regulatory process, there are multiple classes of innovative 
technologies that are languishing in a state of uncertainty or prolonged validation. These 
include new and potentially superior intraocular lens implants for cataracts, stent 
technologies for minimally invasive treatment of glaucoma and iris reconstruction 
implants and others such as cross-linking technologies. These are not single products 
but often classes of products and multiple companies affected. 

In my opinion, we should be doing a better job of cultivating these innovative 
approaches in a much more hospitable and expedient regulatory environment. In fact, 
most of these technologies are registered and available products in the European 
countries under the CE mark. 
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Avoiding a long discourse on the meaning of this symptomatic state, it is not hard to see 
that we have failed to deliver new and innovative device technology to patients and 
clinicians in the US, 

The Developer’s Dilemma: 

One of the most palpable dilemmas that comes up among medical technology 
developers is the 510K vs. the IDE PMA pathway. The IDE PMA process for Class III 
devices has been the most affected with the highest degree of regulatory uncertainty 
and slow-down. This has alienated innovation in this important category which is 
evidenced by the very few PMAs granted more recently (only 15 in 2009). This is most 
concerning because the PMA is the “lifeblood” of true innovation and pioneering in 
medical devices - some of the most significant advances derive from the IDE/PMA 
process such as cardiovascular stents and other implants. The process of securing 
unconditional approval and initiation of an IDE in this class of devices has become so 
burdensome that I am aware of timelines exceeding a year and a half before the 
sponsor can secure full unconditional approval - that is Just to start the study 
enrollment. As someone who has worked with the CDER drug division on a complex 
biologic program before, this makes a device IDE a hard proposition even for a well 
funded biopharma. In fact, a fresh example from the ophthalmic device field, where it is 
much easier to approve a drug for the treatment of glaucoma with primary efficacy 
endpoints between 3 to 6 months only, versus a minimally invasive stent with CDRH 
requirements of 12 months for the primary efficacy endpoint. In fact, I stand corrected - 
within the last year, the CDRH requirements for the primary efficacy endpoint in this 
indication increased further from 12 to 24 months without clear transparency, advanced 
notice, stated rationale or guidance documents. 

Another developer’s dilemma facing device innovation is operating in the US vs. the rest 
of world. Several reports provide informative data and statistics on this, and in my 
experience, there is an increasing trend where companies not only do early clinical 
feasibility testing abroad, but initiate their main validation studies, their registration 
programs and more recently their primary commercial activities. And since US doctors 
will not have experience with these technologies, it may not be long before patient care 
and referrals follow the offshore route. This does not mean to advocate that the 
European CE mark process is perfect for implementation here, but if the FDA were to do 
a robust randomized comparative trial/assessment between the European and US 
registration systems, the regulatory performance outcomes may not only be statistically 
significant but clinically and socially meaningful. And there are examples (probably not 
just a few outliers) where the delay in approval timelines between CE mark and PMA 
exceeds half a decade. 

The Academic Dilemma: 

As a physician who is also a clinical faculty and teaches resident clinicians, in my 
professional path, I have been associated with two leading medical research 
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institutions- Harvard Medical School, Boston, MA and UCSF, San Francisco, CA. 
Research and innovation is critical to their missions. The only way to innovate is to 
move technology from the labs to patients, and the vehicle for this is industry, enabled 
by the technology transfer process. A bottleneck in the regulatory process will invariably 
affect our ability to conceive and initiate technological innovation in academia, hurting 
education, universities and researchers. 


In summary, my experience is consistent with some of the recent data suggesting an 
overburdened regulatory process which impacts negatively on all stakeholders in the 
medical technology field - patients, physicians, innovators and investors. Significant 
improvement can be realized by increasing efficiency, transparency, communication and 
streamlining the regulatory process to meet the needs of the new decade. 
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Mr. Stearns. Thank you. 

Dr. Curfman, you are recognized for 5 minutes. 

TESTIMONY OF GREGORY D. CURFMAN 

Mr. Curfman. Thank you, Chairman Stearns, Ranking Member 
DeGette and other distinguished members of the subcommittee. My 
name is Gregory Curfman. I am a cardiologist and I am the Execu- 
tive Editor of the New England Journal of Medicine. 

For nearly 200 years, the New England Journal of Medicine has 
been publishing research articles on new drugs and medical de- 
vices. We are strongly committed to innovation. Vigorous innova- 
tion in medical products is critical to the health of our Nation. But 
we have learned that innovation in medical treatments does not 
come easily. While some new drugs and devices succeed, others un- 
fortunately fail, in many cases, owing to serious problems with 
safety. Innovation is essential to the future of our Nation but inno- 
vative medical products cannot succeed unless they are both effec- 
tive and safe. Sensible quality assurance does not stifle innovation, 
it promotes it and avoids costly nightmare scenarios caused by 
flawed and potentially dangerous medical devices. 

Let me give two recent examples of innovative medical devices, 
one from the field of cardiology and the other from the field of or- 
thopedic surgery, both of which were approved by the FDA by the 
510(k) fast-track process, but which were later found to be seri- 
ously defective even while they were being implanted in many 
thousands of patients. 

The first example, from the field of cardiology, is the Sprint 
Fidelis implantable cardioverter-defibrillator lead, which was man- 
ufactured by Medtronic. This lead, which delivered an electric 
shock to the heart in order to halt potentially fatal heart rhythms, 
was approved by the FDA by the 510(k) process without clinical 
testing. The defibrillator lead received considerable hype as a 
major innovation in defibrillator technology. However, soon after 
fast-track approval of the Sprint Fidelis, it became clear that the 
lead was prone to fracture, which resulted in inappropriate shocks 
in many patients and caused at least 13 deaths. The lead was 
eventually withdrawn, but only after it had been implanted in over 
a quarter of a million patients worldwide. Thus, inadequate pre- 
market testing and a fast track to FDA approval, resulted in a dev- 
astating situation for patients. 

The second example, from the field of orthopedic surgery, and 
Congressman Waxman referred to this earlier, is a type of artificial 
hip implant known as the metal-on-metal design. Hip implants 
originally consisted of a metal ball inserted into a plastic cup. In 
newer models, which were widely hyped as a major technological 
innovation, the plastic was replaced with a metal alloy, the so- 
called metal-on-metal design. The new design was approved by the 
510(k) fast-track process and did not undergo clinical testing, only 
bench testing. Not long after FDA approval, reports of shedding of 
metallic debris and failure of the metal-on-metal implants began to 
surface, and upwards of tens of thousands of patients have thus far 
been adversely affected. 

Unfortunately, bench testing of the device did not faithfully re- 
produce the wear and tear of real life. Thus, an apparently minor 
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alteration in design — replacement of plastic with a metal alloy — re- 
sulted in nothing short of a public health nightmare. 

These are sophisticated engineering devices that we are talking 
about. These two examples vividly demonstrate that the glamour 
of innovation does not always work out well for patients. Innova- 
tion in medical devices must go hand in hand with a careful assess- 
ment their efficacy and safety. Such quality control measures do 
not imperil innovation; they advance it, they secure it. 

As for the European Union, the timelines to device approval 
there are only modestly shorter than in the United States, and it 
is of concern that in Europe, in contrast to the United States, the 
highest risk-devices, so-called class III devices, do not have to be 
shown to improve clinical outcomes prior to their approval. That is 
something to think about. 

Mr. Chairman, innovation in medical devices is a high priority 
for our Nation, but to be truly innovative and to avoid costly mis- 
takes, there must be solid evidence that new medical devices are 
both effective and safe. Thank you, Mr. Chairman. 

[The prepared statement of Mr. Curfman follows:] 
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Chairman Stearns, Ranking Member DeGette, and other 
distinguished members of the Subcommittee on Oversight and 
Investigations, I want to thank you for inviting me to participate in 
this important hearing. My name is Gregory Curfman, and I am a 
cardiologist and the executive editor of the New England Journal of 
Medicine. 

For nearly 200 years, the New England journal of Medicine has been 
publishing research articles on new drugs and medical devices. Our 
publication is strongly committed to innovation in medical therapies. 
Vigorous innovation in medical products is critical to the health of 
our Nation, but we have learned that innovation in medical 
treatments does not come easily. While some new drugs and devices 
succeed, others unfortunately fail, in many cases owing to serious 
problems with safety. Much of our work at the New England Journal of 
Medicine is focused on ensuring that the efficacy, safety, and potential 
hazards of medical products are transparently presented in the 
articles we publish. 

Innovation is essential to the future of our Nation's health, but 
innovative medical products cannot succeed unless they are both 
effective and safe. Proper procedures must be in place to ensure both 
the safety and effectiveness of new medical products before they are 
brought to market. Sensible quality assurance does not stifle 
innovation; it promotes it and avoids costly nightmare scenarios 
caused by flawed and potentially dangerous medical devices. 

Patient safety is a national concern. Major stakeholders throughout 
our health care system agree that every step must be taken to ensure 
that medical interventions, used with the intention of improving 
patients' health, are as safe as possible. But every medical 
intervention has benefits and risks. Patient safety can be ensured only 
when novel drugs and devices are rigorously evaluated in regard to 
their efficacy and safety. As the Institute of Medicine has made clear. 
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medical devices and drugs need to be assessed for risks and benefits 
not just prior to marketing, but throughout their life cycles. (1) 

Let me give two recent examples of innovative medical devices, one 
from the field of cardiology and the other from the field of orthopedic 
surgery, both of which were approved by the FD A by the 510(k) fast- 
track process, but which were later found to be defective even while 
they were being implanted in many thousands of patients. 

The first example, from the field of cardiology, is the Sprint Fidelis 
implantable cardioverter-defibrillator lead, which was manufactured 
by Medtronic. This lead, which delivered an electric shock to the 
heart in order to halt potentially fatal heart rhythms, was approved 
by the FDA by the 510(k) process without clinical testing. The 
defibrillator lead received considerable hype as a major innovation in 
defibrillator technology. The company made the case that it was 
substantially equivalent to an existing lead that had undergone 
clinical safety testing and had been on the market for some time. The 
company also claimed that only minor modifications had been made 
to the original lead. However, soon after fast-track approval of the 
Sprint Fidelis, it became clear that the lead was prone to fracture, 
which resulted in inappropriate shocks in many patients and caused 
at least 13 deaths. The lead was eventually withdrawn in 2007, but 
only after it had been on the market for 3 years and had been 
implanted in over a quarter of a million patients worldwide. Thus, 
inadequate premarket testing and a fast track to FDA approval, in 
which corners were inappropriately cut, resulted in a devastating 
situation for patients. 

It is also noteworthy that because of the U.S. Supreme Court's ruling 
in an important federal preemption case, Riegel v. Medtronic (2), the 
manufacturer could not be sued under state law by patients alleging 
harm from the Sprint Fidelis lead. Since the Supreme Court ruling in 
Riegel, thousands of lawsuits against medical-device manufacturers 
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have been tossed out of court by judges following the Court's 
decision in deeming such lawsuits to be preempted. (3) Such 
preemption, which removes any legal recourse for injured patients, 
defies logic in that it applies only to medical devices, not to drugs. 

The second example, from the field of orthopedic surgery, is a type of 
artificial hip implant known as the metal-on-metal hip. Hip implants 
originally consisted of a metal ball inserted into a plastic cup. In 
newer models, which were widely hyped as a major technological 
innovation, the plastic was replaced with a metal alloy (the so-called 
"metal-on-metal" design). The new design, which, like the Sprint 
Fidelis lead was approved by the 510(k) fast-track process, did not 
undergo clinical testing, only bench testing. Not long after FDA 
approval, reports of and shedding of metallic debris and failure of 
the metal-on-metal implants began to surface, and upwards of tens of 
thousands of patients have thus far been adversely affected. 
Unfortunately, the bench testing of the device did not faithfully 
reproduce the wear-and-tear of real life. Thus, an apparently "minor" 
alteration in design - replacement of plastic with a metal alloy - 
resulted in nothing short of a public health nightmare. 

These two examples vividly demonstrate that the glamor of 
innovation does not always work out well for patients. Innovation in 
medical devices must go hand-in-hand with a careful assessment 
their efficacy and safety. Such quality-control measures do not 
imperil innovation, they advance it. 

In preparing this testimony, Mr. Chairman, I reviewed two recent 
reports on medical technology innovation and regulation, the first 
written by Joshua Makower and Aabed Meer (4), and the second 
issued by the California Healthcare Institute (5), a policy research and 
advocacy organization. As a medical journal editor, I conducted 
careful reviews of these reports and concluded that both are 
promotional pieces for the medical device industry and do not 
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represent rigorous research. Because of serious flaws in how these 
reports were generated, they could not survive peer review 
procedures at serious medical journals and would not be publishable 
in peer-reviewed publications. 

Finally, Mr. Chairman, I would like to make a comment about the 
regulation of medical devices in the European Union, an issue that 
was discussed in both reports (4, 5). It was argued that because 
regulatory procedures are simpler (i.e., less rigorous) in the EU than 
in the US, devices get to market and to patients faster. In fact, the 
time lines to approval are only modestly shorter in the EU, and it is 
worrisome that in Europe the highest-risk devices (so-called class III 
devices) do not have to be shown to favorably affect clinical 
outcomes prior to approval (6). In contrast, when class III devices 
undergo premarket approval (PMA) in the US, there must be an 
evidence base showing not only that the device performs as it is 
supposed to, but also that it favorably affects clinical outcomes. 

Mr. Chairman, I conclude by underscoring the high priority of 
innovation in medical devices to our Nation, but to be truly 
innovative medical devices must be shown to be effective and safe. 
Cutting corners in quality control will inevitably result in costly 
medical nightmares down the road. 

Thank you, Mr. Chairman, for your attention. 

1 . Challenges for the FDA: the future of drug safety - workshop 
summary. Washington, DC: National Academies Press, 2007. 

2. Riegel v. Medtronic, 552 U.S. 2 (2008). 
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January 5, 2009. (' http://www.mnd.uscourts.gov/MDL- 
Fidelis/0rders/2009/090105-08mdl905ord.pdf .') 
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Mr. Stearns. I thank you, and I thank all our witnesses. 

Dr. lanchulev, you mentioned a capital report in your testimony. 
Do you mind submitting it for the record? 

Mr. Ianchulev. I have it here. 

Mr. Stearns. OK. That would be fine. 

Let me start by asking my questions. Dr. Fischell, I will start 
with you. Your resuih obviously is very impressive. You are a phys- 
icist, an inventor. It says you have over 200 U.S. and foreign med- 
ical patents. At one time you were honored as inventor of the year 
in the United States, so you do have a high degree of credibility. 
So my question to you is, you state in your testimony that the envi- 
ronment that exists today at the FDA device center over the past 
few years, you specifically pointed out, is the worst that you have 
experienced in 42 years. Now, that is a pretty strong, dramatic 
statement. Can you give us specifics why you think that is true? 

Mr. Fischell. There is a new attitude of the reviewers at the 
FDA. They are very proud to be conservative. Conservative says oh, 
I am going to throw it back, I won’t approve it, therefore, I am pro- 
tecting the American people from potential harm, and in some 
cases, they should have. One of the problems is that the reviewers 
are not expert in the field. For example, with our migraine device, 
we proved in clinical trial it cured migraine, it cured sensitivity to 
light and sound, but we didn’t reach the 95 percent certainty for 
nausea, only 88 percent certainty. They said it is therefore not ap- 
provable for pain, for migraine, which it cured in an excellent way. 
So I think it is this conservativeness that the people have that is 
encouraged and say oh, you are really a good guy, and to me, that 
is the main problem. I think we need more expertise at the re- 
viewer level. We have a medical advisory board of eight leading mi- 
graine doctors in the world who go to the FDA and say what should 
be approved. The person there is a couple months out of college 
with no training in migraine and they stop it. 

Mr. Stearns. Dr. Shuren is here in the audience, and I want to 
compliment him for staying and listening here. Normally some- 
times the Administration speaks first. He was very confident and 
conscientious enough to say he would listen to you, so I think that 
is a credit to him, and I want to compliment him for staying and 
listening. Oftentimes the Administration comes over and speaks 
and they are out the door. So it is a compliment to him for staying 
here. 

But let us I put you in charge of FDA tomorrow, oK? What would 
you do different or what would you tell Dr. Shuren that you would 
suddenly create this new environment that would give the United 
States the answer to some of these problems that our witnesses 
have said? 

Mr. Fischell. I would — I have carefully thought about this and 
the problems that Congressman Waxman has raised, and what I 
think should be done is, when a 510(k), for example, goes to the 
FDA, the reviewer then should seek like three experts in that field 
to review the clinical trials suggested, and when that clinical trial 
is done, to review the results so that it is reviewed by people expert 
in the field, not just a reviewer with no experience in that field. 
I think that would change safety and efficacy. 
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Mr. Stearns. So the bottom line is that people that are making 
these decisions don’t have the confidence, in your opinion? 

Mr. Fischell. I was with Commissioner Hamburg just a couple 
of weeks ago, who said they have a lot of trouble with retaining 
people and what have you, and I think that the FDA could easily 
call upon within a week of submission experts in the field like 
three experts in leads for defibrillators, and say please review this 
because you have spent 10 years of your life on it, I have never 
heard of it before. Does it not seem obvious that those who are ex- 
pert in the field should be reviewers, not a person who happens to 
be there? 

Mr. Stearns. But it is interesting, you are saying that in your 
42 years of experience, you have never seen it as recent in the last 
couple years like it is today, so your complaint is very serious on 
criticism of the present FDA right now. 

Mr. Fischell. I think there is a different attitude there than we 
have seen before. 

Mr. Stearns. Thank you for saying that. 

Dr. lanchulev. Dr. Shuren, who is behind you, mentions in his 
testimony that poor submission quality is a big reason behind the 
sharp increase in review times we have seen in the past 7 years. 
That is going to be his case. Now, you have a lot of experience in 
submitting device applications to the center. Do you agree with his 
assessment? 

Mr. Ianchulev. Yes. I can make a comment on that. It is always 
hard to be self-critical. I am sure my submissions can probably be 
better, but a couple of observations that I have realized working on 
that front in the trenches. Very often, as we know, companies that 
operate in the device space especially and it is slightly different in 
the drug space with the big pharmaceuticals are smaller compa- 
nies, companies that have fewer than 50 employees, so one can 
imagine that they don’t have always in-house expertise and spe- 
cialization. But at the same time, a lot of them outsource all of 
their regulatory processes, especially today when they are so chal- 
lenged and so complex, they outsource it to regulatory experts, and 
in my experience, that has been usually the way of submissions to 
the FDA to go through an outside consultant or expert with usually 
20-plus years of regulatory experience. So I really can’t comment 
to every submission. I am sure that they have better visibility to 
that but I can imagine that that expertise on the consulting firm 
has not changed. 

And then also, I think that is a good point because it would be 
really nice to see best-in-class examples of submissions where the 
agency proactively can give that guidance if they are concerned 
about the status and quality of those submissions, that people that 
work with them can see what the expectations are up front, see 
good examples of good submissions and really adjust their prac- 
tices. 

Mr. Stearns. I thank the gentleman. My time is expired. 

The gentlelady from Colorado, Ms. DeGette, the ranking mem- 
ber, is recognized for 5 minutes. 

Ms. DeGette. Thank you very much, Mr. Chairman. I want to 
thank all the witnesses for coming today and particularly the three 
patient advocates who have come their stories. 
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I just want to clarify with all three of you. Your stories are all 
compelling and they touch all of us because we all have relatives 
or friends in the same situation. By talking about how these de- 
vices could be brought to market and help you or your families, 
none of you are saying that you would sacrifice safety or thorough- 
ness of review, correct? Ms. Murphy, you’re not saying you would 
sacrifice safety or thoroughness of review? 

Ms. Murphy. No, I am not. 

Ms. DeGette. And Ms. Conger? 

Ms. Conger. Safety and what? 

Ms. DeGette. And thoroughness of review to make sure that it 
is safe. 

Ms. Conger. Within reasonable. 

Ms. DeGette. Right. Ms. Sagan? 

Ms. Sagan. Absolutely. 

Ms. DeGette. You would not sacrifice 

Ms. Sagan. I would not sacrifice safety. 

Ms. DeGette. And Dr. Fischell, you are not saying that either. 
You think that these devices should be safe, correct? 

Mr. Fischell. Absolutely, but it should be done in a timely man- 
ner. 

Ms. DeGette. In a timely and efficient manner. 

Now, Dr. Fischell, I don’t know if you were aware, you are an 
inventor and you submit these devices to the FDA. Now, the budg- 
et that was passed by the Republican majority in the House two 
times this spring cut the FDA’s funding by about $241 million. So 
if we are going to hope to be able to hire experts to review these 
applications quickly and to have the expertise, do you think that 
a substantial cut in the FDA budget would assist us in being able 
to expedite these reviews? 

Mr. Fischell. I am sure that every company involved including 
about six companies I am involved with would be happy to pay for 
the fees paid to such experts to do the job in a prompt way. 

Ms. DeGette. Right, but certainly budget cuts is not going to 
help us, is it? 

Mr. Fischell. No, but the budget — this would not increase the 
budget. 

Ms. DeGette. Right. 

Mr. Fischell. It would be paid for by the 

Ms. DeGette. OK. I actually kind of agree with that. 

Let me ask you, Ms. Sagan, because you mentioned the Special 
Diabetes Program, which makes funds available for type 1 dia- 
betics and also American Indian populations, and last year we re- 
authorized that. As you said, a lot of those funds are going toward 
clinical trials for the artificial pancreas. Now, just so you know, we 
sent that letter that I mentioned that almost all the members of 
this subcommittee including the chairman signed asking about 
quick approval of the artificial pancreas, and also I spoke with 
Commissioner Hamburg about this issue of the low blood glucose, 
and I am pleased to tell you that we got a quick response to that 
letter in June and the FDA issued a guidance on that low blood 
glucose monitor stopping, so we can move forward on these things 
and we do have hope that we will move quickly. 
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But from your perspective and from your daughter’s perspective, 
I know you probably agree, we don’t want to approve an artificial 
pancreas if it is going to be defective because it could kill the pa- 
tients, right? 

Ms. Sagan. Yes. 

Ms. DeGette. So we want to make sure it is going to work. 

Ms. Sagan. Yes, we do. 

Ms. DeGette. Yes. And that is kind of the same way I feel too. 
So I guess I wanted to ask you, what is your perspective as an ad- 
vocate of how the FDA should balance the safety with the speed 
in approval that we need for these medical devices? 

Ms. Sagan. Well, in terms of the low-glucose suspend, I don’t 
think there is an issue with safety. 

Ms. DeGette. I agree with you on that, but in general 

Ms. Sagan. In general, if — I mean, I believe that there should be 
clear guidance documents and a decision made in a timely manner. 
If it is a 90-day period, it should be 90 days, and it shouldn’t be 
further delayed after that. We have to have safety and we are so 
ready to go to outpatient clinical trials with artificial pancreas. We 
have done all the inpatient clinical trials. 

Ms. DeGette. Now, Dr. Curfman, I just want to finish with you 
because you heard all of these stories, and in your job you do all 
the time. What can be done to make sure that we expedite safe and 
efficacious devices but at the same do the thorough reviews that we 
need? Is there something that can be improved at the FDA right 
now to do that? 

Mr. Curfman. We are looking for a balance. It has to be a bal- 
anced approach. On the one hand, we want to speed innovation to 
patients, absolutely. On the other hand, we want to be sure that 
the devices work, that they actually improve human health and 
that they are safe. 

Ms. DeGette. Do you think there is any problem at the FDA 
right now? 

Mr. Curfman. I think that there are two things that I would 
look at at the FDA. Number one, I do think that the 510(k) process 
needs to be looked at. I think there are issues there. Some devices 
are being looked at under the 510(k) that probably shouldn’t be. On 
the other hand, there are also inefficiencies in the process that are 
slowing down approval in some cases. My sense is that it has got- 
ten better but I think that more work can be done to make it a 
more efficient process. 

Ms. DeGette. Thank you very much. 

Mr. Burgess. [Presiding] I thank the gentlelady for yielding. 

Dr. Fischell and Dr. Curfman, let me just be sure I have some 
of my facts straight. Dr. Fischell, do I understand that you are af- 
filiated with Johns Hopkins University? 

Mr. Fischell. I worked at the Johns Hopkins University for 30 
years and was on the medical faculty as well as working as a phys- 
icist at the Applied Physics Lab. 

Mr. Burgess. So an academic at Johns Hopkins? 

Mr. Fischell. Yes. 

Mr. Burgess. And Dr. Curfman, are you at Mass General? 
Where is your hospital affiliation? 
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Mr. CuRFMAN. Yes, at Mass General Hospital and Harvard Med- 
ical School. 

Mr. Burgess. So just on the face of it, it seems like the two of 
you are terribly similar. It appears as if your politics are similar, 
you are both academics at big Eastern facilities, and yet your con- 
clusions are significantly different, at least as I perceive on the 
panel today. You are shaking your head no, you feel exactly as Dr. 
Fischell does. Is the difference because he is an innovator and you 
are a reviewer? I know in my days in medicine, we used to regard 
that there were two types of doctors. There are thinking doctors 
and there are doing doctors. As an OB/GYN, I was a doing doctor, 
all kinds of things we did in our practice, but I didn’t think very 
much. So you are the thinking doctor here, and Dr. Fischell is the 
doing doctor. Is that the difference here? 

Mr. CuRFMAN. No, I think we are really on the same page but 
innovation requires two things. It requires fresh ideas, new ideas, 
interesting new approaches, but it also requires careful testing to 
be sure that the device works. 

Mr. Burgess. And I don’t disagree with that. I want to get back 
to the 510(k) process in a minute, but Dr. Fischell, you said some- 
thing that I just thought was so important. I mean, in this com- 
mittee in 2007, we reauthorized the user fees for both the prescrip- 
tion drugs and medical devices here in this committee, and one of 
the big fights that we had that I lost was over the people that 
make up these advisory panels to the FDA, and at that time, of 
course. Republicans were not in charge and that is why I lost, but 
the pendulum swung so far that we cannot have anyone on a re- 
view panel that might have any appearance of a conflict of interest, 
and as a consequence, we excluded the universe of people who actu- 
ally had some idea about what these products did. So in retrospect, 
I guess what I am trying to get you to say that I was right with 
those amendments that were defeated, but can you speak to that 
for just a moment? Because you were on that path a moment ago. 

Mr. Fischell. Yes. 

Mr. Burgess. And I want former Chairman Waxman, Ranking 
Member Waxman to hear this. 

Mr. Fischell. Well, there is always 

Mr. Burgess. So start out with “Dr. Burgess, you were correct.” 

Mr. Fischell. Yes, I do believe you are correct, and even though 
I am a very good friend of Congressman Waxman, and it is a mat- 
ter of, there is an old saying, you can either have somebody who 
is expert in it and they — or someone who has never worked in the 
field, and if you have someone who has no knowledge of the field, 
that doesn’t work very well. And so you need people who really 
have knowledge in that field, and also the FDA seems to be exceed- 
ingly slow. They don’t even follow their own guidelines. For exam- 
ple also, in this device for migraine, there is no predicate device. 
We invented something new. And so we had to go to a 510 de novo 
510(k). To get a de novo 510(k), you must first say to the FDA that 
we cannot find — no, we first suggest devices that could be predicate 
devices. We knew there were none. And they said you are wrong, 
there are none. We say it is de novo. They said oh, oK, then it can 
be de novo. You cannot go to the FDA and say it is a de novo de- 
vice. 



86 


Mr. Burgess. Do you think 

Mr. Fischell. That cost us several months at the beginning. 

Mr. Burgess. Do you think you got good advice from the FDA 
about what they would need to see from you to get this device ap- 
proved in a reasonable period of time? 

Mr. Fischell. No. We wanted to cure migraine headache. They 
needed us to cure photophobia, phonophobia and nausea with a 95 
percent certainty. 

Mr. Burgess. Let me ask you a question on the nausea. 

Mr. Fischell. We got 95 percent on two of them but only 88 per- 
cent in nausea and they therefore said, I will never forget the 
words, it is not approvable. 

Mr. Burgess. On the nausea question, does a placebo score an 
88 percent if you 

Mr. Fischell. No, no, no. We were much better than the placebo 
but so few patients had nausea that we didn’t get the statistic. 

Mr. Burgess. And this is a noninvasive device? 

Mr. Fischell. Correct, and not only that 

Mr. Burgess. You don’t have to open anyone’s head and put any- 
thing inside? 

Mr. Fischell. A prior device made by Neuronetics for depression 
has 20 percent stronger magnetic pulse and 30,000 times more 
pulses. It is approved and working by the prior FDA. Even though 
we were a tiny fraction of that, we could not gain approval. 

Mr. Burgess. Let me just, Mr. Mandel, if I could, just ask you 
briefly on the MelaFind. In the continuum of things that are ap- 
proved, where does MelaFind fall? Is it a reasonable device for a 
practicing physician to have in their hands? 

Mr. Mandel. I think the company is intending it to be an ad- 
junct for dermatologists, so I think you have to distinguish between 
the first-generation device, which would be restricted, I think, to 
experts with a lot of savvy, and then the company wouldn’t say this 
but I would, if you kind of look down the path future in the future, 
you could see how the improvements would enable that it could be 
more used more broadly than that, and when I think about what 
is being lost right now, it is not only the device as it exists but it 
is the future as well. 

Mr. Burgess. Well, I would just say from the perspective of 
somebody who used to practice general OB/GYN, to have a device, 
we are told we must do skin screenings every year when a patient 
comes in for a visit to have something that could help us deter- 
mine, rather than just sending everything back to the dermatolo- 
gist or off to the dermatologist to be biopsied at great cost, some- 
thing to help us discriminate a little bit finer because not all of us 
remember what we learned in medical school about the irregular 
borders, the degree of coloration. 

Mr. Mandel. The FDA says it wants to have a device. The FDA 
says that it wants the device to be able to do that, to be able to 
help an inexperienced doctor, but there is no way to get from here 
to there without the steps in between. It is like asking — it is like 
refusing to approval the initial cell phone until you can have an 
iPhone first. 

Mr. Burgess. I understand. Well, I thank you, and I will yield 
back my time and yield to Mr. Waxman for questions. 
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Mr. Waxman. Thank you very much. Thank you all. As wit- 
nesses, you have heen very compelling in your stories and your ex- 
periences, and all of us want to see these things move faster. We 
want to get those therapies to those who need it. The question that 
comes to my mind, the proposals that would weaken the standards 
for the Food and Drug Administration, I think a lot of the problem, 
and I look forward to hearing from Dr. Shuren after this panel, but 
I think a lot of the problem is that either the FDA does not have 
the resources or there are problems at FDA in processing what is 
going on or there are problems with the developers, the manufac- 
turers who aren’t getting their studies done adequately. And I 
must say, when I hear about weakening the standards, it bothers 
me because we hear all the time reports about horrific patient suf- 
fering from dangerous medical devices. In the last year, the New 
York Times reported on radiation machines that have killed and 
disfigured patients, malfunctioning linear accelerators that left a 
woman nearly comatose. We have heard from the father of a pa- 
tient who died due to an overdose of radiation therapy, and we 
have also heard about problems with the Sprint Fidelis 
implantable heart devices that caused at least 12 deaths. I don’t 
think devices are something that we shouldn’t take seriously as we 
do drugs. They both must meet a safety and efficacy standard. In 
the face of these reports of problems, it is hard to agree with the 
sentiment that we need to reduce FDA’s authority to make sure 
medical devices are safe and effective. 

Dr. Curfman, you testified on this subject. Should we be looking 
at strengthening or weakening FDA’s standards and FDA authority 
for medical device approval? 

Mr. Curfman. Thank you. It is a balance. We all want devices 
to move quickly to patients so that our patients are helped by them 
but at the same time they need to be evaluated, and the clinical 
trial, the randomized clinical trial is now the gold standard for 
evaluating drugs and devices, and we are very fortunate in our 
country to have some of the leading clinical trial centers in the 
world in the United States. This has become a very expert scientific 
discipline to run a good clinical trial, to do it right, to do it rigor- 
ously, to get the right answers. And we are very fortunate now that 
this science of doing clinical trials has become very, very sophisti- 
cated. We have in the United States among the very best clinical 
trialists in the world and they understand the importance of doing 
these trials efficiently and quickly, and we at the New England 
Journal understand the importance of publishing the results of 
these trials quickly and efficiently. 

Mr. Waxman. We had problems with drugs, and the concern 
about the delay of approval of drugs, so a number of years ago 
when I was chairman of this subcommittee, we put into law that 
there would be a user fee that the manufacturers of the pharma- 
ceuticals would pay so that FDA could hire the personnel. I don’t 
like that idea. I think this is a government function and we ought 
to be willing to pay for essential government functions, and the 
FDA is one of those essential government functions. But there was 
no way we were going to get more appropriations. 

Now, in the medical device area, we do not have a user fee. We 
are relying on the money that the government appropriates for 
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FDA. I would be interested if anybody on this panel thinks it is ap- 
propriate, given your concerns, that we reduce FDA’s money. I 
think the Republicans are proposing to reduce FDA by $250 mil- 
lion, which would make them less able to approve drugs and de- 
vices and to do the other things that they need to do like food safe- 
ty. Does anybody think it is a good idea to reduce the funding for 
FDA? 

Ms. Conger. Yes, I do, because I don’t think that the FDA, the 
organization as itself is functioning as efficiently as it could be be- 
cause — 

Mr. Burgess. Well, you think they should be 

Ms. Conger [continuing]. They drag 

Mr. Burgess. I only have a limited time. So you think they 
should be because FDA is not doing a good job. I want FDA to do 
a good job, but FDA has to have the resources. There is a user fee 
and there is a fight 

Ms. Conger. And the right people. 

Mr. Burgess. They need the right people. They need to pay the 
right people. You are not going to get good, competent people to 
work for the government if you underpay them. 

Ms. Conger. And don’t 

Mr. Burgess. Excuse me. I am not in a conversation. 

Ms. Conger. I am sorry. 

Mr. Burgess. Perhaps another time. But the fact of the matter 
is, proposals are to weaken the standards, spend less money on the 
FDA, and all this has to be put in the perspective of the Supreme 
Court decision that I think was misguided when they said some 
medical devices are immune from lawsuits at the State level. 

Dr. Curfman, do you have any view on the Supreme Court deci- 
sion preempting lawsuits at the State level? 

Mr. Curfman. Well, it is pretty irrational because there is a dif- 
ferent standard for drugs and devices. There is preemption of 
State-level legal action for devices. There is no preemption of State 
legal action for drugs. So it just doesn’t make any sense. There may 
be technical legal reasons why it came out that way but we need 
to do something about that to make this a more rational and logical 
system. 

Mr. Waxman. Well, I just want to say in closing, I don’t think 
we are going to be moving in the right direction if we reduce the 
money that goes to FDA, we don’t get a user fee to help them pay 
for the people reviewing the medical devices, and then the answer 
isn’t to say oh, just put them on the market and we will see what 
happens. If people get hurt, they won’t use them anymore. If they 
are hurt because of negligence, they can’t sue. And then the FDA 
can’t even conduct the oversight on the safety and the efficacy of 
these products. 

I know my time is expired. The chairman has been as generous 
to me as he was to himself, and I thank him for it. 

Mr. Burgess. And I thank the gentleman for recognizing that. 
I will also point out that Dr. Sharfstein was here before our com- 
mittee last year and testified that they didn’t need any more 
money, they had plenty. 

Let me yield to Mr. Terry from Nebraska for questions. 

Mr. Terry. Thank you. 
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First, I mean, we on our side have been in discussions about 
FDA and these delays. I haven’t heard any of us talk about weak- 
ening the standards, so I am sorry, I don’t know where that is com- 
ing from. We are frustrated that FDA has become — the delays have 
become so difficult for the inventors and manufacturers that they 
feel that they have to set up shop in Europe in order to proceed. 
So we are trying to work through that. Dr. Curfman. I don’t know 
where you came up with the idea or you and Henry Waxman that 
we are weakening. 

But Ms. Conger, I felt badly the way that you were treated. A 
question was thrown out that you weren’t allowed to answer. If you 
would like to use a little bit of my time to answer the question? 

Ms. Conger. The question about? 

Mr. Terry. Mr. Waxman’s about funding. 

Ms. Conger. The funding, yes. I have been in business, and I 
have seen organizations that stagnate and stagnate, and the big 
kahunas on the top can’t understand why their brilliant ideas 
aren’t filtering down into the little plants and the roots and why 
aren’t they going, and it is very simple. It is that you do what you 
get rewarded for. You do the things you don’t get in trouble for. 
And while we may have some very, very fresh ideas and even some 
of the things that I brought up, we still have an old, ingrained 
guard that has been taught to keep your head low and just keep 
doing it the old way, and the FDA CDRH can no longer afford to 
do it the old way. They have their competitors in other nations who 
are already bringing them tons of data about products that are suc- 
cessful in millions of patients 

Mr. Terry. Ms. Conger, that is a really good point there. 

Ms. Conger. Yes. 

Mr. Terry. And one that 

Ms. Conger. And then start them all over again. Excuse me. 

Mr. Terry. Dr. Curfman, you are the defender here of the status 
quo of the FDA. 

Mr. Curfman. No, no. 

Mr. Terry. So let me ask you this. Well, hold on. Her point is 
one that is going through my mind, and let us use the low-glucose 
suspend system where the conclusion of this mother, Ms. Sagan, is 
that low-glucose suspend systems have been approved for nearly 3 
years and used safely all over, 40 countries worldwide, but they are 
not available here. It seems to me that our FDA refuses to ac- 
knowledge results and data from other countries on the same de- 
vice. Is that an appropriate standard? Is that appropriate? 

Mr. Curfman. Well, Mr. Terry, let me just comment about my 
own interaction and experience with the FDA. I know many peo- 
ple — 

Mr. Terry. Would you answer my question? 

Mr. Curfman. Yes, I am answering it. I know many people who 
have served on advisory committees to the FDA and they are high- 
ly expert. They are the best experts in the world. They are pro- 
viding the very best advice that the FDA can get, the best advice 
anywhere in the world, and in the end, decisions about what de- 
vices are going to put in the market have to be based on evidence, 
not on feelings, not on impressions. 
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Mr. Terry. So are you saying that the — feelings and not real 
data? 

Mr. CuRFMAN. Data from anywhere needs to he judged on its 
merits, and that is what advisory committees do, and that is why 
the FDA brings in the very hest people from the medical commu- 
nity, the scientific community 

Mr. Terry. And start all over. 

Mr. CURFMAN [continuing]. And make these judgments, and to 
evaluate the clinical trial data 

Mr. Terry. With my 48 seconds, let me ask you 

Mr. CURFMAN [continuing]. And to see if it really supports 

Mr. Terry. Well, I appreciate you trying to run out the clock 
here, hut you were very critical of the European system of ap- 
proval. Can you detail their inadequacies? 

Mr. CuRFMAN. Sure. I have several concerns about it. First of all, 
as you know, Mr. Terry, the European system is based on 76 pri- 
vate bodies, 76 in Europe, six in the UK, that make the decisions 
about which products go on the market. So it is very diverse. It is 
very spread. It is not a unified process. And there is a lot of incon- 
sistency among these 82 private bodies that make these decisions. 
So that is one concern that I have: inconsistency of standards 
across all of these regulatory bodies. 

Secondly, there is very little or almost no transparency to the ap- 
proval process in Europe. The FDA has a beautiful Web site. All 
of the information about new devices and drugs is available there. 
Anybody can find it. It is available to the public. This is not true 
in Europe, and if you try to get information in Europe, they tell you 
that is proprietary and you can’t get it. 

Third, and I think of most concern, in Europe, for class III de- 
vices, these are the most complex medical devices, it is not nec- 
essary to show that that device is going to improve a person’s 
health before it goes on the market. That is of great concern to me. 
We are living in an era now where outcome-based medicine is what 
it is all about. This is core to medicine and health today, to show 
that something improves a person’s health, and that isn’t a require- 
ment for putting a device on the market in Europe. I think that 
is of great concern. 

Mr. Burgess. The gentleman’s time is expired, and I see several 
people have their hands up, but we do need to go to the chairman 
emeritus of the full committee, Mr. Dingell, for questions. 

Mr. Dingell. Thank you very much, Mr. Chairman. My ques- 
tions are going to require yes or no answers, and I am sorry about 
that but there is a very limited amount of time and a lot of ques- 
tions to be asked. 

These questions will go to Dr. Curfman. Your testimony ref- 
erences two examples of innovative devices that were approved 
without a clinical trial. As you know, new drug applications require 
clinical trials for approval. Do you believe that the two examples 
referenced in your testimony were inappropriate for the 510(k) 
process? Yes or no. 

Mr. Curfman. Yes. 

Mr. Dingell. Now, Doctor, there have been reports of some class 
III devices being reclassified as class II devices, allowing them to 
gain approval through the 510(k) process without need for clinical 
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trials. In your work at New England Journal of Medicine, have you 
found this to be a common industry practice? Yes or no. 

Mr. CURFMAN. Yes. 

Mr. Dingell. Doctor, as you know, class III devices are devices 
by their nature that should require a stricter review by FDA. These 
devices are often necessary to sustain the life of a patient and are 
in some instances implanted into the patient’s body. Is it true that 
a device that goes through premarket approval process can be ap- 
proved based on a single clinical study? Yes or no. 

Mr. CuRFMAN. Generally, no. 

Mr. Dingell. Should they be approved on the basis of a single 
clinical trial? 

Mr. CURFMAN. No. 

Mr. Dingell. Do you believe that the clinical trial standards laid 
out by FDA in the premarket approval process are rigorous enough 
to prove safety and effectiveness of class III devices? Yes or no. 

Mr. CURFMAN. Most often, yes. 

Mr. Dingell. Do you believe that a single study is sufficient to 
approve a class III device? Yes or no. 

Mr. CURFMAN. No. 

Mr. Dingell. As you know, device manufacturers are required to 
conduct postmarket surveillance. Do you believe that the current 
postmarket surveillance requirements are adequate? Yes or no. 

Mr. CuRFMAN. No, but they are getting better. 

Mr. Dingell. So you think that is something we ought to have 
a look at? 

Mr. CuRFMAN. Indeed. 

Mr. Dingell. Now, Doctor, do you believe that the device manu- 
facturers have met their responsibility to conduct rigorous 
postmarket surveillance to ensure the safety of their devices? Yes 
or no. 

Mr. CuRFMAN. No, that is a big problem. 

Mr. Dingell. Your testimony references the EU medical device 
approval process and the timelines to approval are only modestly 
shorter in the EU. How much shorter is the timelines for approval? 
Can you give us some kind of a horseback guess on that? 

Mr. CURFMAN. Depending on what you are measuring, it can be 
a few months to a year. In the lifespan of a drug or a device, that 
is a small fraction of the total. 

Mr. Dingell. Now, as you know, the standards for approval in 
the United States and EU are different. Do you believe that the EU 
approval process adequately takes into consideration the success of 
a device in treating a patient? Yes or no. 

Mr. CURFMAN. No. 

Mr. Dingell. Do you believe that the approval process in the EU 
is transparent to the public when approving devices for use? Yes 
or no. 

Mr. CURFMAN. No. 

Mr. Dingell. Should be more transparent, should it not? 

Mr. CURFMAN. Much more transparent, yes. 

Mr. Dingell. Thank you very much for this. This goes to Dr. 
Fischell and Dr. lanchulev. I would like to end my questions with 
you regarding your experience with FDA regarding the medical de- 
vice approval process. Please again answer yes or no. Are you 
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working with the FDA review staff and the approvals of your de- 
vice? Did you find that the FDA review staff was responsive to 
questions or concerns? Yes or no. 

Mr. Fischell. No. 

Mr. Dingell. Now, were the requirements for the approval of 
your device made clear to you by the FDA review staff in the begin- 
ning? Yes or no. 

Mr. Ianchulev. No. 

Mr. Fischell. No. 

Mr. Dingell. Have you found the review process to be con- 
sistent? Yes or no. 

Mr. Ianchulev. No. 

Mr. Fischell. No. 

Mr. Dingell. Do you believe that the review staff at the FDA are 
adequately trained to review the devices based on the most up-to- 
date science? Yes or no. 

Mr. Ianchulev. No. 

Mr. Fischell. No. 

Mr. Dingell. Now, I would just like to comment in the 26 sec- 
onds left to me, Mr. Chairman. 

Mr. Stearns. Will the gentleman yield just for question? You 
might want to give them a chance to — it looked like some of them 
didn’t have a chance to answer. 

Mr. Dingell. My time is running. 

Mr. Stearns. OK. No problem. 

Mr. Dingell. My time is running, Mr. Chairman. 

Way back, we had a nasty experience in this country. It related 
to a substance which caused problems with regard to babies given 
to mothers for morning sickness. It was approved in Europe but it 
was not approved over here. It resulted in a whole big change in 
our food and drug laws, and it was a matter of very special con- 
cern. The precise name of the pharmaceutical, I don’t remember. 

Mr. Fischell. Thalidomide. 

Mr. Dingell. Thalidomide. Thank you very much. It caused a 
huge stir and a tremendous amount of difficulty because of the way 
the Europeans went into these matters as opposed to the way that 
we went into them, and I am very loathe to see us weakening our 
laws to simply carry forward the goals of the Europeans, who occa- 
sionally make mistakes too. 

Mr. Chairman, you are most gracious. Thank you. 

Mr. Stearns. The gentleman yields back. 

I would like to put into the record — the gentlelady, the ranking 
member, has asked the supplemental memorandum July 20th be 
put into the record. By unanimous consent, so ordered. 

[The information follows:] 
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SUPPLEMENTAL MEMORANDUM 
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To; Democratic Members of the Subcommittee on Oversight and Investigations 
Fr; Oversight and Investigations Democratic Staff 

Re: Supplemental Information on “Regulatory Reform Series #5 - FDA Medical Device 

Regulation: Impact on American Patients, Innovation, and Jobs.” 


FRED UPTOM. MICHIGAN 
CHAIRMAN 


On Wednesday. July 20, 201 1. at 10:00 a.m. in room 2322 of the Rayburn House Office 
Building , the Subcommittee on Oversight and Investigations will hold a hearing titled 
“Regulatory Reform Series #5 - FDA Medical Device Regulation: Impact on American Patients, 
Innovation, and Jobs.” The majority has indicated that the hearing will focus on the state of the 
medical device industry and the impact regulations and policies at the Center for Devices and 
Radiological Health have on patient access, innovation, and job creation. 

Committees in both the House and Senate, including the House Committee on Energy 
and Commerce, have recently held hearings on FDA regulation of medical devices. During these 
hearings, proponents of a weaker regulatory regime have repeatedly referred to two reports to 
claim that FDA’s medical device clearances and approvals are slower than those of the European 
Union.’ The first report is titled FDA Impact on U.S. Medical Technology Innovation and was 
written by Dr. Joshua Makower and co-authors.^ The second report is titled Competitiveness and 

' See, e.g„ Reps, Pitts, Upton, Lance, and Blackburn, House Committee on Energy and 
Commerce, Impact of Medical Device Regulation on Jobs and Patients (Feb. 1 7, 20 1 1 ); Reps. 
Pitts, Burgess, Blackburn, House Committee on Energy and Commerce, PDUFA V: Medical 
Innovation, Jobs and Patients (July 7, 201 1). 

* Makower, J., Meer, A., and Denend, L., FDA Impact on U.S. Medical Device 
Technology Innovation (Nov. 2010) (online at 

vv'ww.inhealth.org/doc/Page.asp?PageID=DOCOOOI 88) (accessed on July 19, 201 1). 
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Regulation: The FDA and the Future of America’s Biomedical Industry and was written by the 
California Healthcare Institute and co-authors? Both studies were funded by the medical device 
industry and neither was published in a peer-reviewed journal. 

To determine whether these studies form an appropriate basis for policymaking, the 
Democratic staff of the House Committee on Energy and Commerce requested their review by 
three editors of the premier peer-reviewed medical journals in the United States: Dr. Gregory 
Curfman, Executive Editor of New England Journal of Medicine; Dr. Rita Redberg, Editor-in- 
Chief of the Archives of Internal Medicine; and Dr. Howard Bauehner, Editor-in-Chief of the 
Journal of the American Medical Association. At the staffs request, officials from FDA also 
submitted comments on the studies.'^ 

1. KEY FINDINGS 

Ail three independent reviewers and the Food and Drug Administration identified major 
problems with both studies, raising significant questions about their methodologies and their 
appropriateness for serving as the basis of new policies governing the medical device approval 
process. 

A. Makower Study Findings 

Dr. Makower and his co-authors based his findings on a survey of medical device firms 
and concluded that “data from the survey clearly indicate that European regulatory processes 
allow innovators to make new medical technologies available to patients more quickly and at a 
lower cost.”^ One industry group stated: “This powerful study provides compelling evidence of 


^ California Healthcare Institute and the Boston Consulting Group, Competitiveness and 
Regulation: The FDA and the Future of America 's Biomedical Industry (Feb. 2011) (online at 
www.bcg.eom/documents/file72060.pdf) (accessed on July 19, 201 1). 

■* The Democratic staff of the House Energy and Commerce Committee posed the 
following questions; (1) “What would you identify as the major methodological issues (whether 
positive or negative) of this study?”; (2) “Specifically [for the Makower study], can you 
comment on the response rate for the survey overall, and for the subgroup regarding the time to 
first contact?”; (3) “Do you have any views on the methodology used in the study to compare 
E/.U. and U.S. approval times?”; (4) “Would you recommend publication of this study in a peer- 
review'ed journal?”; and (5) “Are there issues not addressed at all in this study that might be 
helpful in a comparison of the EU and US?" Dr. Bauehner declined to provide comments on the 
CHI study, citing a conflict of interest. 

^ Makower. .1., Meer, A., and Denend, L., FDA Impact on U.S. Medical Device 
Technology Innovation (Nov. 2010) (online at 

www.inhealth.org/doc/Page.asp?PageID=DOC000188) (accessed on July 19, 201 1). 
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what we have been hearing for years . . the current regulatory environment is adversely 
impacting innovation, patient care and job-creation here in the United States.’’^’ 

Dr. Makowcr testified that “the study found that for low- and moderate-risk devices, the 
process to navigate the FDA took companies up to two years longer than it did for a similar 
approval from European regulators. For higher-risk devices, the discrepancy was greater - in the 
U.S., it took three and a half years, or five times as long as Europe, to grant approval.”’ 

Dr. Makower sent his survey to approximately 750 potential participants. Of these, only 
204 responded. Dr. Makower used the experience of 15 of these respondents to conclude that the 
medical device approval process takes 3 1 months under the FDA’s 5 1 0(k) notification program 
in contrast to just seven months for medical device approval under the European Union system.* 

The reviewers identified numerous methodological flaw's in the study. These include: 

• The existence of “so many flaws in design and execution that the authors’ conclusions are 
rendered essentially meaningless.”’ 

• A “woefully inadequate” response rate of only 20%.'° 

• A biased group of respondents including firms that “had never gone through the process 
of getting a product reviewed by the FDA.”' ' 

• A “subjective,”'’ “apples to oranges,”'’ and “especially troublesome" comparison of 
approval times in the European Union and the FDA. 


** Medical Device Manufacturers Association, Powerful New Study Details the FDA Role 
in Med-Tech Innovation (Nov. 1 8, 20 1 0) (online at www.medicaldevices.org/node/846) 
(accessed on .luly 1 9, 20 11 ). 

’ House Committee on Energy and Commerce, Testimony by Dr. Joshua Makower, 
Impact of Medical Device Regulation on Jobs and Patients (Feb. 1 7, 201 1). 

^ Id. 

’ Letter from Gregory D. Curfman, M.D., Executive Editor, New England Journal of 
Medicine, to Henry A. Waxman. Ranking Member. House Committee on Energy and Commerce 
(July 15,2011), 

' ' Letter from Jeanne Ireland, Assistant Commissioner for Legislation, U.S. Food and 
Drug Administration, to Henry A. Waxman, Ranking Member, House Committee on Energy and 
Commerce (July 18, 2011). 


3 
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• The failure to provide “any evidence that this [U.S.] delay or lack of availability leads to 
adverse health outcomes.”'^ 

After reviewing the paper, the editors of the three premier peer-reviewed medical 
journals concluded that the study would not be fit for publication in a peer-reviewed journal. Dr. 
Curfman concluded that “it is not really a study at all.”''’ Dr. Rcdberg found “several serious 
methodological issues with the Makower report that render its findings scientifically invalid.” 

Dr. Bauchner determined that “[gjiven the extent of these limitations, the inferences and 
conclusions that can reliably drawn from this report arc limited.'* Finally, all three editors 
identified significant conflict of interest concerns with the report.'’ 


Letter from Gregory D. Curfman, M.D., Executive Editor, New England Journal of 
Medicine, to Henry A, Waxman, Ranking Member, House Committee on Energy and Commerce 
(July 15,2011). 

Letter from Jeanne Ireland, Assistant Commissioner for Legislation, U.S. Food and 
Drug Administration, to Henry A. Waxman, Ranking Member, House Committee on Energy and 
Commerce (July 18, 201 1). 

Letter from Gregory D. Curfman, M.D„ Executive Editor, New England Journal of 
Medicine, to Henry A. Waxman, Ranking Member, House Committee on Energy and Commerce 
(July 15,2011). 

Letter from Howard Bauchner, M.D., Editor-in-Chief, JAMA and Scientific 
Publications, to Henry A. Waxman, Ranking Member, House Committee on Energy and 
Commerce (July 18, 201 1). 

Letter from Gregory D, Curfman, M.D., Executive Editor, New England Journal of 
Medicine, to Henry A, Waxman, Ranking Member, House Committee on Energy and Commerce 
(July 15,2011). 

” Letter from Rita F. Redburg. M.D., MSc., Chief Editor, Archives of Internal Medicine, 
to Henry A. Waxman, Ranking Member, House Committee on Energy and Commerce (July 15, 
2011). 

'* Letter from Howard Bauchner, M.D., Editor-in-Chief, JAMA and Scientific 
Publications, to Henry A. Waxman, Ranking Member, House Committee on Energy and 
Commerce (July 18, 201 1). 

” Letter from Howard Bauchner, M.D., Editor-in-Chief, JAMA and Scientific 
Publications, to Henry A. Waxman, Ranking Member, House Committee on Energy and 
Commerce (July 18, 201 1); Letter from Gregory D. Curfman, M.D., Executive Editor, New 
England Journal of Medicine, to Henry A. Waxman, Ranking Member, House Committee on 
Energy and Commerce (July 15, 201 1); Letter from Rita F. Redburg, M.D., MSc., Chief Editor, 

4 
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B. CHI Study Findings 

The study by the California Healthcare Institute examined both drug and device 
approvals. The findings on device approvals were based on FDA’s device approval databases 
and other data sources. 'I'his study concluded that device approval times had increased, that 
approval times in the European Union were faster than those in the U.S., and that "inefficiency at 
the FDA has resulted in American inventions being made available to patients and physicians in 
other countries first . . . [and] has pushed jobs and revenues offshore."^'' 

Reviewers identified numerous problems with this study, including: 

• The paper “reflects little or no understanding of the complexity of medical devices and 
the sometimes unpredictable adverse health consequences of seemingly minor changes in 
design.”^' 

• The report “is written exclusively from the business perspective and does not address the 
important medical or public health dimensions of medical devices.""^ 

• The use of an “'apples to oranges' comparison [between U.S, and E.U. review times] that 
does not take into account the difference in the review standards between the two 
regulatory regimes.’’^' 

• The text of the report fails to mention that “about 80 percent of the devices [FDA] 
review[s] premarket, come on the market in the United States first as often or more often 
than in the EU.”"'* 


Archives of Internal Medicine, to Henry A. Waxman, Ranking Member, House Committee on 
Energy and Commerce (July 1 5, 201 1), 

California Healthcare Institute and the Boston Consulting Group, Competitiveness and 
Regulation: The FDA and the Future of America’s Biomedical Industry (¥eh. 2011) (online at 
www.bcg.eom/documents/file72060. pdf) (accessed on July 19, 201 1). 

Letter from Gregory D. Curfman, M.D., Executive Editor, New England Journal of 
Medicine, to Henry A. Waxman, Ranking Member, House Committee on Energy and Commerce 
(July 15,2011). 

Letter from Jeanne Ireland, Assistant Commissioner for Legislation, U.S. Food and 
Drug Administration, to Henry A, Waxman, Ranking Member, House Committee on Energy and 
Commerce (July 18,2011). 

Letter from Jeanne Ireland, Assistant Commissioner for Legislation, U.S. Food and 
Drug Administration, to Henry A. Waxman. Ranking Member, House Committee on Energy and 
Commerce (July 1 8. 201 1). 
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• The study “assumes the faster the FDA approves a device, the better. That may be true 
from the perspective of a medical device company, but it is not true from the perspective 
of patients.”^’ 

Dr, Redberg determined that “[d]ue to the methodological limitations and faulty 
assumptions described above, it is my opinion that this study would not be accepted in a peer- 
reviewed medical journal.”^* Dr. Curfman concluded: “[TJhese two reports together do a 
serious disservice to medicine and the health of the public.”’^ 


Letter from Rita F. Redburg, M.D., MSc., Chief Editor, Archives of Internal Medicine, 
to Henry A. Waxman, Ranking Member, House Committee on Energy and Commerce (July 17, 
2011). 

Letter from Gregory D. Curfman, M.D., Executive Editor, New England Journal of 
Medicine, to Henry A. Waxman, Ranking Member, House Committee on Energy and Commerce 
(July 15,201 1). 
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me NEW ENGLAND 
JOU RN AL of MEDICINE 


July 15. 201 ! 

The New England Journal of Medicine 
10 Shattiick St.. 6'*' l-loor 
Boston. M.A 02115 


I'hc I lonorahlc Henry A. Wa.xman 
2204 l\.a> burn 
Mouse Oftlcc Building 
Wa-shington. DM 20515 


Dear Mongressman Waxnuin: 


My name i.s Ciregory Currinan, Ml). ;md I am the executive editor of the .Vent' England 
Journal oj Medicine. I am writing to prov ide you with commentary about two recent 
reports on the regulation ofmcdical devices entitled, respectively, "’l-D.A Impact on U.S. 
-Medical reehnology Innovation" and "Competitiveness attd Regulation; flic FDA and 
the Inmirc of .America’s Biottiedical Industry." I do so both because of my personal 
interest in mevlical device reguhition aiul also because part of the metiicai journal [ edit is 
Ibeu.scd on the publicalioti of new research wt medical devices. 

The first report was written b)' two tiutbors. Dr. .loshua Makower, who htis numerous 
fmaneial rekitionships with the medical tlcvtce industry, and Atibed Meer. a medical 
student who has very little e.xperienee in medical research. It was surprising that Dr. 
Makovver's linaneial relationships were not individually idetitified in the disclosure note 
in the report, since these rehilionship.s cletirly constitute a signiricant eonllict of interest 
on Dr. .Mtikower's ptirt in regard to this report. It ;ippe;irs from the disek.isure note that the 
authors were pait! by the Metlical Device Mtinufacturers A.s,socialion to preptue this 
report. If this is the case, it should be e.xplieitly slated in the disclosure rune, since this 
would constitute a eonllict of interest with respect to this report. 

.Although the report refers to this work as a "study.’’ it i.s not realh' a study at all. This is 
an opinion piece that is dressed up to look like a research study. In fact, there arc so many 
Ihuvs in design and execution ihtit the authors’ eoneliisions tire rendered essentially 
meaningless. From the stiirt, the authors had :i spcciric agenda to reach particular 
conclusions, and they conducted the work in a biased manner that would give them the 
result that they wanted. 
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The 20 percent response rate of the ntedical technology companies surveyed is woefully 
inadequate. In contrast, we would never publish in our journal a survey that did not have 
a response rate of at least 60 percent or higher. The 20 percent of companies that did 
respond were clearly subject to substantial selection bias, i.e. those companies that were 
unhappy with the regulatory process at FDA were more likely to take the time to respond, 
thus biasing the results. 

All of the numerical information was collected by telephone interview or in an online 
format. Of note, none of the information was independently validated by the authors. 
Ordinarily, in a rigorous study there should be validation of at least a subgroup of 
companies to ensure that the data they are reporting are accurate. The Methodology 
section of the report indicates that PricewaterhouseCoopers LLP verified the study 
results. However, it does not appear that the original data were independently verified 
through an audit to ensure their accuracy, and this is what would need to be done. 

The conclusions about the comparison of US and EU approval times are especially 
troublesome. These conclusions were based solely on the subjective responses of the 
biased sample of survey respondents. The comparison of the US and EU does not include 
any formal assessment of the outcome of the regulatory procedures, especially whether 
the assessment of efficacy and safety were more complete and rigorous in the US. A valid 
comparative study of device regulation in the US and EU must include information about 
the outcome of the regulatory process, not just which agency was more “reasonable” in 
the eyes of the technology companies. 

Finally, none of the quantitative data in the report include measures of variation in the 
data (such as standard deviations or confidence intervals), and most surprisingly there is 
no statistical analysis to assess the significance of differences. 

Overall, this is a very unsatisfactory report that would not merit publication in a respected 
peer-reviewed medical journal. 

The second report comes from the California Healthcare Institute, a policy-research and 
advocacy organization, and among its clients are medical device companies. The report is 
written exclusively from a business perspective and does not address the important 
medical or public health dimensions of medical devices. One part of the report is 
particularly revealing in this regard. In the section entitled “Regulatory Risk: Spotlight on 
the FDA,” the report boldly notes that “From investors’ perspective, regulation has 
always been a risk factor.” The report attempts to paint regulation itself as a risk, and - 
astonishingly - leaves unmentioned the fact that the principal purpose of FDA regulation 
in the first place is to mitigate potentially serious risks to patients from ineffective or 
faulty medical devices. 

Another part of the report discusses the 5 1 0(k) pathway for expedited approval of devices 
in which there has been only an incremental change in a previously approved device. One 
sentence reads: “Devices, in contrast, may be altered in minor ways - switching to a new 
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mclal alloy, iiisialiing a longer-lasting buUcry. using a better polymer so llial the elTccls 
on the product's safety and efficacy prollle are predictable.” ’I'his sentence is particularly 
ironic in the light til'lhc recent disaster invoh ing metal-on-nieial artificial hip impiants. 
flip implants origintilly consisted ofa metal ball in.sericd into a plastic cup. In newer 
models the plastic was replaced by a metal alloy (‘■ineial-on-mctal” design), wliich was 
generally rcgtirdcd :is :i mtiior innovation. However, the implants did not undergo clinical 
trials before marketing, only bench testing. Not long after FD.4 approval, reports of 
failure of the mctal-on-mctai implants and shedding of metallic debris began to surface, 
and upwards of tens of thou.stinds of patients have been affected. Thu.s, an apparently 
"minor'' alteration in design - replacement of pla.slic with metal alloy - resulted in a 
public hetillh nighiinare. 


This example highlights the naivete ofthe report from the California Healthctire Institute. 
Ihe report refiecls little or no understanding ofthe complexity ofmedical ilevices and the 
sometimes unpredictable adverse health consei|iiences of seemingly minor changes in 
design. In general, this report advocates a potentially dangerous position ihal regulation 
stifles innovation while in fact reasonable regulation is essential in orrler to avoid the 
lure of so-called "innovations" that may in fact result in unsafe or ineffective medical 
dcvicc,s and adverse health onicomes for patients. 

In .summary, for the reasons di.scnssed lhe.se two reports togotlicr do a serious disservice 
to medicine ;imi the health ofthe public. 


Sincerely. 



Gregory D. Cuii'ntan, MD 
E.xeciitive Tdilor 

New England Journal of Medicine 
Bo.ston. .Massachusetts 
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Statement of Rita F. Redberg, MD, MSc. 

Subcommittee on Health 

House Committee on Energy and Commerce 

July 15, 2011 

Dear Congressman Waxman, 

Thank you for the opportunity to review the Makower Report, which was cited in a recent 
Congressional hearing on medical devices. I am Rita Redberg, MD, MSc, Professor of Medicine 
and full time Faculty Member in the Division of Cardiology at the University of California, San 
Francisco Medical Center. I am Director of our Women’s Cardiovascular Service. 1 am also the 
chief editor of the Archives of Internal Medicine, one of the most preeminent peer-reviewed 
journals of scientific research in general internal medicine, and have served on the Editorial 
Board of several other journals. The Archives of Internal Medicine receives over 2500 
submissions annually, so I have extensive experience in medical article reviews. Much of my 
own research has concerned the appropriate and optimal use of medical technology in patient 
care, and the journal frequently publLshes articles related to use of medical devices. My review of 
this report represents my professional opinion and does not reflect the official position or policy 
of my institution, or any journal or association with which 1 am affiliated. 

There are several serious methodological issues with the Makower report that render its findings 
scientifically invalid. Firstly, in order to do a is survey it is essential to have a random sample of 
a large population, or a high response rate of the target population, otherwise selection bias is 
present. The Makower report has neither. On page 1 8, he states that there are “more than 1 6,000 
medical device companies" and of the total, 4, 776 are medical device manufacturers. He surveys 
a selected group of venture capitalists, and members of the Medical Devices Manufacturers 
Association. Even in this select group of over 750 medical device companies, the response rate is 
about 20%. Ironically, Makower states that he is doing this survey to disprove the perception that 
complaints about the FDA are ju.st from a “vocal minority", but this report seems to be exactly 
that. 

In addition, to the selection bias and unacceptably low response rate, there are additional issues 
of conflict of interest - present for the authors, funders and survey respondents. All of them are 
medical device companies or venture capitalists, whose livelihood depends on fast approval of 
medical devices. It is understandable that their focus and priorities are on rapid approval as time 
relates directly to costs and their bottom line, but there are other crucial considerations, such as 
safety and effectiveness of devices to ensure patient benefit. The perspectives of other interested 
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parties, such as patient groups whose lives are seriously harmed by the approval of unsafe and/or 
ineffective devices, or physicians who care for such patients, or the FDA are not represented. 

Additionally, the report cites a presentation by Ralph Hall, entitled “Using Recall Data to Assess 
the 5 1 0{k) Process” at the Institute of Medicine’s July 20 1 0 meeting, to claim that the FDA “does 
an exceptional job of protecting patients.” However, this talk by Professor Hall, who is the CEO 
of a start-up medical device company and counsels device companies, is not published in any 
peer-reviewed medical journal and has important inaccuracies. In brief, he argues that the 
percentage of FDA-approved medical devices, which are recalled by the FDA, is a very small 
percentage of those that are submitted for FDA approval.' How'ever, this analysis uses the 
incorrect denominator of device submissions - one which is much larger than the correct 
denominator, the number of devices cleared by the F'DA. Only the devices cleared accurately 
represents the true proportion of devices which can be recalled. The Makower report misses this 
important distinction by stating that Hall’s results were of devices that were “cleared/approved,” 
when, in fact, they were of submitted devices. 

Another example to illustrate the inherent bias in the Makower report is with regard to the 
findings on transparency. He states that 85% of respondents found European Union (EU) 
processes to be transparent versus just 27% for the FDA. This EU statistic is incongruous w'ith 
findings of a recent investigation by the British Medical Journal into medical device recalls in the 
United Kingdom which found that there was no transparency about recalls; the authors were 
unable to find information about the specific approval process For recalled devices or the risk of 
harms from those devices from the United Kingdom’s Medicines and Healthcare Products 
Regulatory Agency.^ They even contacted the manufacturers, but only 2% provided any clinical 
data. The Notified Bodies, which are responsible for device approval in the EU, refused to 
provide that information as they stated it was confidential. This peer-reviewed research suggests 
that the Makower Report’s statistic for the EU is inaccurate, likely related to the problems in 
survey methods and selection bias. What was not addressed in the Makower report that would be 
helpful in comparing the US and the EU is to include outcomes data - how many patients are 
benefiting from use of devices, and how many are suffering adverse events and/or recalls. The 
metric of time to approval is of interest to companies because it directly relates to the cost to the 
companies of device development, but is of no relevance to patients. 

Regarding economics, the Makower Report states that current FDA processes are causing 
innovators and medical device companies to relocate internationally, sending important tax 
revenue and jobs away and, therefore, hurting the U.S. economy. However, this argument is 
faulty because approving unproven and unsafe devices actually hurts the economy by allowing 
limited healthcare dollars to be spent on expensive devices that do not help patients, which leads 
to higher health insurance premiums which can lead to economic difficulties and bankruptcies for 
many small businesses. Technology is the leading correctable cause of rising health care costs. 
Further, when patients are harmed from unsafe devices, they are unable to work, which presents 
additional costs. Certainly medical devices have provided important advances to patients, but 
this evidence of benefit, must be demonstrated, not assumed and studies take time. It would be 
negligent to use these devices without evidence of benefit in patients, particularly high-risk 
devices which are often permanently implanted. 

The Makow'er report is helpful in identifying areas that could be improved by the FDA, such as 
decreased staff turnover. Such turnover, likely related to inadequate funding leads to avoidable 
and frustrating delays in device review. As FDA Commissioner Hamburg recently stated, “Our 
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resources are outstripped by our responsibilities... there is a continuing need for expansion of 
investment.”^ Providing the FDA with more funding and increased resources would likely help to 
alleviate these difficulties and reduce time to approval without shortchanging the time needed for 
clinical trials. The calls for consistency in the approval process are important and would help the 
FDA, as well as the companies. 


For all of the limitations above, this study would not be accepted at a peer-reviewed medical 
journal. 

Sincerely, 


RITA F. REDBERG, M.D., M.Sc., F.A.C.C., F.A.H.A. 

UCSF School of Medicine 

Editor, Archives of Internal Medicine 

Professor of Medicine 

505 Parnassus Ave., Suite M-1 180 

San Francisco, California 94143-0124 

E-MAIL: redbcrg@medicine.ucsF.edu 

PHONE: 415-476-6874 

FAX: 415-353 9190 


Hall R. Using Recall Data to Assess tlie 510{k) Process. Public Health Effectiveness of the FDA 510(k) Clearance 
Process: Institute of Medicine, Washington, D.C., July 2010. 

^ Thompson M, Fleneghan C, Billingsley M, Cohen D. Medical device recalls and transparency in the UK. BMJ 
20n;342:d2973. 

’ Okie S, Reviving the FDA. N Engl J Med 2010;363:1492-1494. 
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Statement of Rita F. Redberg, MD, MSc. 

Subcommittee on Health 

House Committee on Energy and Commerce 

July 17, 2011 

Dear Congressman Waxman, 

Thank you for the opportunity to review the California Healthcare Institute Report on medical device 
approvals. I am Rita Redberg, MD, MSc, Professor of Medicine and full time Faculty Member in the 
Division of Cardiology at the University of California, San Francisco Medical Center. 1 am Director of 
our Women’s Cardiovascular Service. 1 am also the chief editor of the Archives of Internal Medicine, 
one of the most preeminent peer-reviewed journals of scientific research in general internal medicine, 
and have served on the Editorial Board of several other journals. Much of my own research has 
concerned the appropriate and optimal use of medical technology in patient care, and the journal 
frequently publishes articles related to use of medical devices. BCG provides professional consulting 
services to the AMA. 

California Healthcare institute subscribes to the AMA journals via a site license, in addition to the 
grant. The Archives of Internal Medicine, is published by the AMA, but my review of this report 
repre.sents my individual professional opinion and does not reflect the official position or policy of my 
institution, or any journal or association with which I am affiliated. 

FDA performance should NOT be measured in days to approval, devices are more complex now and 
require (more) time for a review. This report assumes the faster the FDA approves a device, the better. 
That may be true from the perspective of a medical device company, but it is not true from the 
perspective of patients. Patients need to have the assurance that the device they are going to receive has 
been shown to be of benefit, and that it does not have significant risks. Such studies take time, but are 
critical so that we can assure patients that their device, often implanted, is a better treatment than not 
getting the device. Just because a device is new does not mean it is innovative or ‘*cutting-edge”, such 
characteristics must be proven in clinical studies. 

it is simply not true that randomized controlled trials (RCT) are not necessary for medical devices, as 
stated in Sec 2:3. It is absolutely necessary to have a RCT to determine safety and effectiveness for many 
devices, particularly high-risk devices, which are frequently implanted and not easily removed if it turns 
out that they have no benefit. RCT can be done for devices, and the most helpful and informative ones 
have a sham control arm to account for the powerful placebo effect of having a procedure (even an 
ineffective one). The importance of sham controls was seen in the recent RCT of vertebroplasty'. This 
technology was approved by the FDA and was commonly used to treat osteoporotic vertebral fractures 
before a randomized controlled trial with sham control was done. However, the RCT showed no benefits 
to vertebroplasty over sham control, meaning patients were undergoing significant risks of this surgery 
without any benefit. Clearly, RCT can and should be done, prior to FDA approval, to avoid such 
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unfortunate situations, which lead to Americans receiving devices with no known benefits and suffering 
significant device-related adverse events, including death. 

It is difficult to evaluate the comparisons (Figure 13) of drug approval times between the European 
Union (E.U.) and the U.S. as basic data is not provided. The methods do not state what specific drugs 
were examined, how many drugs were examined, the reasons for delay in the E.U. and U.S., and any 
statistical analyses performed. Furthermore, there may often be valid reasons for delayed drug approval 
in the U.S. For example, ticagreior is a medication which was studied in an international double-blind 
randomized controlled trial for patients with acute coronary syndrome. Overall results showed that 
ticagreior was superior to the current standard of care, clopidogrel, which is a similar medication. 
However, for the subgroup of patients from the United States, ticagreior did not show any benefit and, in 
fact, outcomes were better with clopidogrel.’ The European Union has approved this medication but the 
FDA has not yet done so because it is reviewing further information. While on the surface this example 
would appear to make it seem that the FDA is slower than the E.U. in drug approval, the details show 
that the FDA is indeed performing its job by diligently investigating if ticagreior is safe and effective for 
patients in the U.S, Without examining details for the reasons for delays in drug approval, it is impossible 
to judge any such differences. 

The CHl/BCG report’s findings differ from the study published this month in the peer-reviewed journal 
Health Affairs that performed direct drug-drug comparisons for new cancer drugs between the FDA and 
the European Medicines Agency (EMA).’ This report found that all drugs approved by both agencies 
since 2003 were available first to U.S. patients. It found that the mean delay was 138 days and the 
median delay was 238 days in favor of the FDA. This publication contains information for all of the 
cancer drugs and their review time by both agencies; it provides data, which can be independently 
verified, unlike the CHA/BCG report. 

Rapid approvals are often done without meaningful clinical data. For example, in 1996, the FDA 
approved midodrine to treat orthostatic hypotension. I'his drug was approved based on a surrogate 
endpoint - one that neither impacted patient morbidity or mortality - with the understanding that the 
sponsor would conduct adequate post-marketing trials to demonstrate the benefit of this medication. 
Fifteen years later, despite earning over a quarter billion dollars in sales, the drug’s initial sponsor had 
not conducted the requisite clinical trials. The FDA gave several warnings to the drug company, but to no 
avail. However, when the FDA attempted to withdraw this medication because there were no clinical 
trials completed, it faced significant resistance. Therefore, midodrine remains on the market despite no 
assurances of safety or effectiveness only because the FDA granted accelerated approval fifteen years 
ago with the promise of clinical trials which never happened.'' 

Similar to drugs, important data re device approvals is not included (figures 14 and 15), such as specific 
device names, their complexity, the reasons for differences in time to approval, and statistical analyses to 
check for differences, which again make the validity of the conclusions hard to evaluate. Regardless, 
rapid approval for high-risk devices is not the highest priority goal. As they are often pemianently 
implanted, it is essential that high-risk devices have adequate assurances of safety and effectiveness prior 
to approval. A recent report identified five medical devices approved in Europe but not in the FDA which 
were later found to have safety concerns or a lack of effectiveness.^ The European Society of Cardiology 
recently released a consensus document which suggests several reforms for the medical device approval 
process in Europe because the regulatory framework there was established over 20 years ago and has not 
kept up with technological advances.* The E.U.’s device approval and recall system has been found to 
lack transparency as there is little publicly available data.’ 

One recent example, which demonstrates the pitfalls of fast approval for high-risk devices without the 
benefit of clinical data, is the Sprint Fidelis implantable cardioverter-defibrillator. This device was 
cleared by the FDA via the 510(k) pathway in 2004 without any premarket clinical testing. It was 
subsequently implanted in 268,000 patients over three years before being voluntarily withdrawn by the 
manufacturer for lead fractures.* Unfortunately, these lead fractures have already led to patient deaths 
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and having to make difficult choices between repeat risky procedures for lead removal or living with a 
fractured lead. 

Due to the methodological limitations and faulty assumptions described above, it is my opinion that this 
study would not be accepted in a peer-reviewed medical journal. 

There are certainly opportunities to improve efficiency at the FDA and make the agency more 
transparent. As the CHI/BCG report acknowledges, the scope of the FDA’s purview has grown 
significantly but “federal appropriations have failed to keep up with new mandates.” Increased funding 
and political backing for the agency will help it to perform its tasks better and help ensure that U.S. 
patients are getting safe and effective drugs and devices. 

Sincerely, 


RITA F. REDBERG, M.D., M.Sc., F.A.C.C., F.A.H.A. 

UCSF School of Medicine 

Editor, Archives of Internal Medicine 

Professor of Medicine 

505 Parnassus Ave., Suite M-l 1 80 

San Francisco, California 94143-0124 

E-MAIL: redberitfrf medicine. ucsfedii 

PHONE: 415-476-6874 

FAX: 415-353 9190 


Buchbinder R., Osborne RH., Ebeling, PR., et al.. A Randomized Trial of Vertebroplasty for Painful Osteoporotic 
Vertebral Fractures. N Engl J Med 2009; 361:557-568 August 6, 2009 

^ Gaglia MA, Waksman R. Overview of the 2010 Food and Drug Administration Cardiova,scular and Renal Drugs 
Advisoiy Committee Meeting Regarding Ticagrelor. Circulation 20! 1; 123:45 1.456. 

’ Roberts SA, Allen .ID, Sigal EV. Despite Criticism Of The FDA Review Process, New Cancer Drugs Reach 
Patients Sooner In The United States Than In Europe. Health Affairs 201 1:30:1375-1381. 

■' Dhruva SS, Redberg RF. Accelerated Approval and Possible Withdrawal of Midodrine. .lAM.A 2010:304:2172- 
2173. 

’ Cohen D, Billingsley M. Europeans are left to their own devices. BMJ 201 1;342:d2748. 

‘ Fraser AG, Daubert J-C, Van De Werf F, Estes M, Smith SC, Krucoff MW, Vardas PE, Komajda M, et al. Clinical 
evaluation of cardiovascular devices: principles, problems, and proposals for European regulatory reform. Report of 
a policy conference of the European Society of Cardiology. Eur Heart J 201 1:32:1673-1686. 

’ Thompson M, Heneghan C, Billingsley M, Cohen D. Medical device recalls and transparency in the UK. BMJ 
20n;342:d2973. 

Hauser RG, Almquist AK. Learning from Our Mistakes? Testing New ICD Technology. N Engl J Med 
2008;359:2517-2519. 
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July 18, 2011 

Representative Henry A. Waxmaii 

Ranking Member, Committee on Energy and Commerce 

U.S. House of Representatives 

2322A Rayburn 1 louse Office Building 

Washington, DC 20515 

Dear Mr. Waxman: 

I write in reply to your request for comments on the report entitled “FDA Impact on U.S. 

Medical 'I'echnology Imiovalion: A Survey ofOver 200 Medical Technology Companies” by Dr. 
Josh Makower, Dr. Aabcd Mccr, and Ms. Lyn Dencnd. 1 undenstand that you have asked several 
journal editors to review it as they might a submitted manuscript. JTic topic of medical device 
regulation by the FDA, including device approval and safety oversight, is of major importance 
because these products directly affect the health and quality of life of many patients in the United 
Stales. Accordingly, there is a need for rigorous research that provides good data to inform the 
issues of the timeliness and appropriateness of the FDA medical device approval process, and 
that provides reliable infonnalion to compare the efficiency, effectiveness, cost-benefit, and 
burden of the US and European processes for medical device approval and regulation. 

The report by Makower et al is based on a survey of industry executives and was designed to 
collect information about how' the US and European premarket regulatory processes for medical 
devices compare, about the cost and time involved to navigate the US premarket regulatory 
processes, and about aspects of the US premarket regulatory processes that arc most challenging 
to innovators. Based on responses from 204 unique companies, the authors report drat “survey 
respondents viewed current US regulatory processes for making products available to patients 
(the premarket process) as unpredictable and characlerized by disruptions and delays” (on page 6 
of their report); that the “FDA compared unfavorably to European regulatory authorities” (page 
7) in terms of time from companies’ first communication about a device to receiving approval to 
market the device (page 6), as well as in terms of predictability, reasonableness, transparency, 
and overall experience (page 7); and that the “suboptimal c.xecution of FDA premarkel 
regulatory processes has a significant, measureable cost to US palient.s in the form of a device 
lag” (page 7). 

The report by Makower at al has several important limitations, including, but not limited to, a 
selected study population, a low survey participation rate, lack of verification of apparently 
subjective data, unclear data reporting, and issues surrounding interpretation of the findings for 
the US and European comparisons. These issues reduce and limit the validity of the reported 
findings. 


To Promote the Science and Art of Medicine aid the Bettennent of tha Public Healin 
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First, it appears that those who responded to the survey were from a select group, selected based 
on invitations to participate limited to companies in the MDMA, NVCA, and medical technology 
state associations. The study does not provide sufficient information to judge whether this small 
sample is representative of US medical technology companies. In addition, the survey response 
rate is low, increasing the likelihood of selection bias, particularly if the invitation to participate 
indicated the reason for the survey; in tliat case, respondents may have been more likely to 
participate if they were dissatisfied or had negative experiences with the FDA process. 

Second, the study report does not include the survey instrument or details about survey 
development and validation, so it is not possible to determine whether the questions were formed 
in a neutral way, or whether their wording or ordering may have created leading questions or a 
biased response. Based on the results, it appears the questions were designed to assess 
respondents’ impressions, and opinions, and other subjective measures. There does not appear to 
have been any attempt to assess the accuracy of these subjective responses, for example, by 
requesting data through correspondence or internal documents, or by auditing a subset of 
companies and obtaining objective corroborating data. 

In addition, it is unclear whether the responses were based on a respondent’s overall opinion of 
the process at FDA or a company’s single recent experience. It also appears that different 
participants received different surveys and that some companies provided more titan one 
response to some items. However, the authors do not provide infonnation about the number who 
did so, which questions these responses addressed, whether these multiple responses were 
aggregated with others, or whether there was clustering by company. Moreover, it is not clear 
whether all respondents had experience with both the US and European systems, or whether in 
some cases the comparisons were made between responses of subsets of individuals who did not 
respond to both sets of questions. 

Third, there are several issues with interpretations related to the comparisons of the US and 
European regulatory processes. The authors interpret FDA approval time lines as being long, but 
without any background information or benchmark as to what constitutes appropriate time 
frames; the comparison with EU does not necessarily provide a benchmark of appropriateness, 
only of an alternate process. Throughout the report, the autliors indicate that the delay in 
approval and availability of devices compared to the EU has resulted in worse care being 
available for US residents. However, the authors do not provide any evidence that this delay or 
lack of availability leads to adverse health outcomes. In addition, tire authors do not provide data 
indicating that the HU system is comparable to the US system with the exception of the approval 
process/time frame. There may be other factors that mitigate the effects of a shorter time frame 
in the EU, and there may be other differences with respect to tlie regulatory system and 
environment between the US and EU that have not been assessed. 
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Rven though the authors have acknowledged several of these important study limitations (page 
1 9 of their report), such acknowledgement does not mitigate the threats to validity created by 
these methodological issues. Given tlie extent of these limitations, the inferences and conclusions 
that can be reliably drawn from this report are limited. When the findings of a statistical survey 
and report cannot be considered definitive, they may be viewed, at best, as hypothesis 
generating, perhaps leading to a more thorough exploration in more rigorously designed future 
studies. 



How'ard Bauchner, MD 

Editor in Chief, JAMA and Scientific Publications 
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DEPAR TMENT OF HEALTH AND HUMAN SERVKT'S 


Food and Drug Administration 
Silver Spring MD 20993 


The Honorable Henry A. Waxman 
House of Representatives 
Washington, D.C. 20515-0530 

WUl J § 2011 

Dear Mr. Waxman: 


Thank you for your request for the Food and Drug Administration's (FDA or the Agency) 
comments on two industry-sponsored studies regarding FDA’s performance on the 
review and approval of medical devices. Over the past few months a number of reports 
have been issued by or supported by tire medical device industry regarding the Agency’s 
performance on the review and approval of medical devices, especially as compared to 
that of the European Union (EU). Many of these studies employ questionable 
methodologies and report data that differs significantly from that w'hich is collected as 
part of FDA’s obligations under the Medical Device User Fee Act (MDUFA), 

You asked for FDA’s comments on the November 2010 report entitled “FDA Impact on 
US Medical Technology Innovation” by Josh Makower, MD, Consulting Professor of 
Medicine, Stanford University and CEO, ExploraMed Development, LLC, which was 
also supported by the Medical Device Manufacturers Association (MDMA) and the 
National Venture Capital Association (NVCA) (Makower Survey); and the February 
201 1 Report entitled “Competitiveness and Regulation: The FDA and the Future of 
America’s Biomedical Industry,” by the California Healthcare Institute and the Boston 
Consulting Group (CHI/BCG Survey). 

We have restated your questions in bold, follow'ed by our responses. 

Makower Survey 


1. What are the major methodological issues (whether positive or negative) of this 
study? 

Of the more than 1 ,000 companies asked to complete the survey, only 204 responded. 

For some of the individual survey questions, fewer than 100 companies responded. 
Therefore, the response rate for the survey overall is 20.4 percent, and for some of the 
questions it is less than 10 percent. These reporting rates are likely to produce an 
inherently biased result because they are not based on a representative sample of ail 
medical device companies. In fact, research has shown that the persons most likely to 
respond to a survey are those who are dissatisfied. It is also important to note that PwC 
(formerly PricewaterhouseCoopers LLP), which was retained to ensure quality control of 
the survey, did not assess the study methodology. 

In addition, the claim that survey respondents include “approximately 20 percent of all 
public and venture-backed medical device manufacturers in the U.S. that are focused on 
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bringing innovative new technologies to market to improve the public health” is a gross 
overstatement. The authors note that 90 percent of the companies tliat re.sponded were 
privately-held, venture-backed companies with a median of 33 employees. The 
remaining 10 percent of respondents (i.e., 20 companies) do not make up 20 percent of all 
public medical device firms in the United States. In fact, the study was not sent to the 
majority of U.S. medical device manufacturers. Instead, the survey was .sent primarily to 
“small, early-stage entities, focused on a single product family,” who had limited 
experience with the FDA review process, which is reflected by the fact that only 55 
percent of survey respondents had completed a traditional premarket notification (510(k)) 
and only 32 percent had gone through the premarket approval (PMA) process. These 
numbers indicate that some respondents had never gone through the process of getting a 
product reviewed by the FDA. 

2. Please comment on the response rate for the survey overall, and for the time to 
first contact subgroup. 

As noted in response to Question 1 above, the response rate for the survey overall is 20.4 
percent, and for some of the questions it is less than 10 percent. For the time to first 
contact subgroup, only 15 respondents answered the questions with regard to a 5 10(k) 
submission. The authors do not give the response rate for the data they report regarding 
PMAs, but since only 32 percent of all respondents had gone through the PMA process, if 
the authors had a 100 percent response rate to these questions (which is unlikely given 
that they admit that some questions had an overall response rate of less than 10 percent), 
the maximum number of respondents would be 65. 

3. Please discuss the methodology used in the study to compare EU and U.S. 
approval times. 

The authors note that “the earliest interaction between company and regulatory body was 
used as the starting point for evaluating U.S. and European review timelines relative to 
one another.” However, communications between FDA and a sponsor occur far earlier in 
the device development pathway, when clinical data is required, than they do in the EU, 
generally before an Investigational Device Exemption (IDE) is .submitted to FDA for 
approval. Therefore, this is an “apples to oranges” comparison that will show an artificial 
disparity in review times. 

Devices submitted to FDA under a PMA are high-risk devices. These devices generally 
require data from a pivotal clinical trial to demonstrate safety and effectiveness to support 
their marketing applications, unlike in the EU. Sponsors most often begin interacting 
with FDA before they even begin designing their clinical trials so as to ensure that the 
clinical trials are designed to yield scientifically valid and useful results. These 
interactions are critical to a successful device approval. By contrast, in the EU, sponsors 
typically meet with a Notified Body (a private company) before or around the time of 
submitting a premarket application. The difference in starting points for communications 
between the United States and the EU can be years. The same circumstances apply for 
5 10(k)s that require clinical data, where sponsors may meet with FDA prior to submitting 
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an IDE. Regardless, sponsors will communicate with FDA by the time they submit their 
IDE. As such, the statement that “American patients have to wait on average a full two 
years longer than their European counterparts for many life-saving and life-enhancing 
technologies” is misleading. 


CHI/BCG Survey 


1. What are the major methodological issues (whether positive or negative) of this 
study? 

The study uses the wrong data set to measure die time to a decision. The data expressed 
in the CHI report are based on clearance or approval decisions for 510(k)s and PM As 
made during each year (decision cohort). Wliile sometimes informative, using decision 
cohorts is contrary to how FDA has been reporting its performance on MDUFA goals to 
Congress for almost a decade. The difference has to do with decision cohorts (the year in 
which a decision is made) versus receipt cohorts (the year in which a submission is 
received). Receipt cohorts are generally more informative about performance because 
most of the work on an application occurs in its year of receipt. On the other hand, if 
FDA makes good progress on older applications by making decisions on them in a given 
year, what might otherwise be improved performance would be reflected as a longer 
review time for that year if a decision cohort is used. 

For example, a PMA application may be received by the Agency in 2006, but a decision 
on that submission may not occur until 2008. When using decision cohorts to a.ssess 
FDA’s performance on this PMA, it would be included in the performance data for 2008, 
rather than being compared to how FDA performed on all other PMAs received in 2006. 
Performance metrics based on decision cohorts compare applications that were received 
in many different years; therefore, there is no baseline upon which to make a comparison. 

When FDA tracks its performance, we use receipt cohorts so that we know how we 
performed on applications we received in each year and we can identify the outliers. We 
also can track other performance trend.s by keeping track of how we review applications 
we received in a given year, because that metric allows us to gauge our work during the 
time we were actively reviewing an application. We can see how much time we took to 
review an application as compared to how much time industry took to respond to requests 
for information. We can also better assess the impact of reviewer attrition rates during 
those years, overall submission volume, and other factors on review times. Using 
decision cohorts, as is done in the CHI/BCG survey, eliminates these subtleties from the 
data and paints a less meaningful picture of the Agency’s review performance. 

2. Please comment on the time to decision data presented in the study. 

As discussed above, the CHFBCG survey notes that “complex PMA submittals saw 
review periods increase 75 percent over the MDUFMA I (2003-2007) average to 27 
months in 2010.” However, over the past nine years, the average (mean) time to reach a 
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decision on an original PMA has varied. The number of PMAs FDA receives each year 
is relatively small. Therefore, the mean review time can be significantly affected by one 
or two outliers. Thus, it is most appropriate to use the median time (middle value) to a 
decision when looking at trends in PMA data to eliminate the effect of outliers. 
However, the CHTBCG survey u.ses the mean time to a decision, which can be .skewed 
by one or two outlier submissions. 

As is shown in the chart below, if the data used by CHI is presented using the median 
time to a decision (total time) rather than the mean time, it reflects that time to decision 
for PMAs in 2010 is not going up but rather is less than 2009 and closer to our 
perfomiance in 2007. 



2003 2004 2005 2006 2007 2008 2009 2010 2011 | 

Fiscal Year ! 


The CHI/BCG survey also notes that “[f]or 5 10(k) submissions, the approval time has 
increased 43 percent to an average of 4.5 months in fiscal year 2010 over the average of 
about three months under the MDUFMA I years of 2003-2007.” While tlte percentage 
may sound high, the increase in total time to a decision is about six weeks. The increase 
in time to a decision described by tlie study is predominantly due to increases in the time 
it takes industry to provide the information necessary for FDA to make a decision. There 
are several reasons for this increase, including poor quality .submissions from sponsors 
and FDA asking inappropriate questions. 

3. Pkasc discuss the methodology used in the study to compare Eli and U.S. 
approval times. 

The CHI/BCG survey claims that there is a clear trend that the more complex, and often 
cutting edge, a product is, the more likely it is to be approved first in Europe versu.s die 
United State,s. However, based on the following chart from the study, it is clear that 
510{k)s without clinical data, which is about 90 percent of the 510(k)s we revie w and 
about 80 percent of the devices w'e review premarket, come on the market in the United 
States first as often or more often than in the EU. 
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Mean US devices approval delay; 51O0<) clearances 2004-2010 
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For more than a decade, Europe has often approved high-risk devices that would be; 
subject to PMA applications in the United States more quickly for one simple reason; 
FDA, by law, requires that devices be both safe and effective. That is, device.s must 
provide clinical benefit to American patients. Europe requires only that the device be 
.safe and fit for it.s intended use vvith no requirement to demonstrate benefit. As discussed 
in response to this que.stion regarding the Makower survey, comparing review time,s for 
the United States and EU is an “apples to orange,?’* comparison that does not take into 
account the difference in the review standards between the two regulatory regimes. 

Makower Survey and CHI/BCG Survey 

1. Are there issues not addressed at all in either study that might be helpful in a 
comparison of the EU and U.S.? 

As discussed above, neither the Makower survey nor the CHI/BCG survey account for 
the .significant differences in the regulatory requirements of the United States versus EU 
system.?. These differences include: 

s In the EU, manufacturers do hot have to demonstrate that their products are 
effective at treating or diagnosing the disease or condition for which they are 
approved; 

• hi the EU, manufacturers pick and pay for private companies, of which there 
are over 70, to review and approve devices by giving them a CE mark. These 
decisions are kept confidential and are not released to the public or EU 
regulatory bodies. These private companies, called Notified Bodies, arc each 
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certified by any one of the 27 member countries of the EU, but the decision to 
approve a device by one Notified Body applies to the entire EU. There has 
been near unanimous agreement in the EU that tlie oversight of Notified 
Bodies is inadequate and in need of significant improvement; and 

• In the EU, there is little to no publicly accessible, centralized system for 
collecting and monitoring information about device approvals or safety 
problems. 

Furthermore, comparisons between the U.S. and EU systems are challenging because the 
European device review process is less transparent than FDA’s, due to the absence of 
publicly available information about device approvals and safety problems. 

The difficulty in making robust comparisons has recently been highlighted by several 
prestigious European medical journals. These journals have noted that it is nearly 
impossible to assess the public health impact of the lack of an efficacy requirement, 
because there is no centralized source of data in the EU. Notified Bodies are not required 
to make their conformity decisions public and there is not a main database of recall 
information. There is anecdotal evidence that products reach the EU market that are later 
shown to be unsafe or ineffective, often when they are undergoing pivotal clinical trials 
to support U.S. approval. 

The European Society of Cardiology (ESC) recently issued a “case for reform” of the 
European medical device regulatory system and their recommcndation,s included creating 
a unified system, stronger clinical data requirements, and more accountability for notified 
bodies.' The ESC cites examples of many different cardiovascular technologies that 
were implanted in patients in the EU that were then proven to be unsafe and/or 
ineffective through clinical trials required under the U.S. system and removed from the 
European market. A recent article in the British Medical Journal discusses the opacity of 
the European medical device regulatory system, with regard to access to decisiom 
regarding device clearances.^ The article cites the FDA system’s transparency as helping 
physicians to make informed decisions on which devices to use and giving patients 
access to information on devices that will be used on them. 

In 2010, the clinical director of the UK’s regulatory body overseeing devices said “I’m 
appalled at how many devices are brought to market with a lack of appropriate clinical 
data. ... A lot of devices have given me cause for concern because of the lack of adequate 
clinical evidence. . ..”’ She went on to point out that many Notified Bodies do not know 
how to adequately assess, or challenge, clinical data. “These are commercial 


' See “Clinical evaluation of cardiovascular devices: principles, problem.s, and proposals for European 
regulatory reform,” Fraser, et al., European Heart Journal, May 2011. 

* See “Medical-device recalls in the UK and the device-regulation process: retrospective review of safety 
notices and alerts,” Heneghan, et al, British Medical Journal, May 2011. 

^ See “EU must tackle clinical trial shortfalls as current lack of evidence is ‘appalling’. Maxwell, Amanda, 
CUnica, July 2010. 
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organizations, many of whom are reluctant to challenge because they fear losing their 
clients and for their survival.” 

Based upon identified weaknesses of the EU system, the European Commission has 
undertaken a review of its device regulatory system. As the Commission stated in 2008, 
“Experience indicates that the current system does not always offer a uniform level of 
protection of public health in the European Union. New and emerging technologies have 
challenged the current framework, highlighting gaps and pointing to a certain scarcity of 
expertise .... And finally, the legal system has been criticized as being too fragmented 
and difficult to follow and fraught with national variation.”'* Additionally, a report 
released by the Belgian Health Care Knowledge Centre^ calls upon the European 
Commission to implement reforms to make the EU review process for high-risk devices 
more like that of the United States. 

Thank you again for your interest in this matter. If we can be of further assistance, please 
let us know. 


Sincerely, 





Jeanne Ireland 
Assistant Commissioner 
for Legislation 


■* See “Recast of the Medical Devices Directives: Summary of Response to the Public Consultation.” 
European Commission, December 2008. 

' See “The pre-market clinical evaluation of innovative high-risk medical devices,” KCE reports I58C, 
Belgian Health Care Knowledge Centre, 2011. 
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Mr. Stearns. Mr. Terry wanted to put this New York Times arti- 
cle in, the “Medical Treatment, Out of Reach.” So ordered. 

Then I have a 510(k) survey results researchers from North- 
western University into the record. The Northwestern researchers 
surveyed more than 350 medical device development specialists on 
their experience with FDA and medical device review process com- 
pared with that of the European Union, and they show that two- 
thirds of the small medical device and diagnostic companies are ob- 
taining for new products in Europe first and the survey shows that 
76 percent of the respondents said preparation requirements for 
510(k) submission were uncertain or unclear, and I think this is a 
good study to be part of the record, and FDA needs to provide pre- 
dictability and certainty for companies or they will continue to go 
to Europe. With that unanimous consent, so ordered. 

[The information follows:] 





120 



Robert J. Rubin, MD 

Clinical Professor of Medicine, Georgetown University 
Member, InHealth Board of Directors 
Chair, InHealth Research Council 
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sjuspuodsa; 


last 3 years, in what specific areas have you perceived changes in the FDA's requii 
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Guidance Document and FDA Review 
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Ms. DeGette. Mr. Chairman. 

Mr. Stearns. Yes? 

Ms. DeGette. Also, just to clarify, attached to our memo are two 
letters, one from the — five, sorry — four — some number — five letters 
supplementing that. 

Mr. Stearns. All right. By unanimous consent, that is so or- 
dered. 

And now we will go to the gentlelady. Sue Myrick is recognized 
for 5 minutes. 

Mrs. Myrick. Thank you, Mr. Chairman. 

Dr. Fischell, I would like to just cover a couple things with you. 
Thank you, all of you for being here today and your testimony, by 
the way. You have been doing this for a long time, not just inno- 
vating but helping patients, et cetera, and a comment was made 
a little while ago about European inconsistencies and standards, I 
believe by Dr. Curfman. You have been talking, all of you, kind of 
about the fact that, you know, the Europeans are doing things 
quicker and we are taking a lot longer. Do you feel from what you 
have had experience with over the years and looking at the Euro- 
pean standards that there is a lot of inconsistencies and that they 
are not doing a good job? 

Mr. Fischell. No, I don’t think that is the case, and I would like 
to once give the example of the migraine device. When we showed 
to the European notified body that we had done a clinical trial that 
proved it was safe and effective in the treatment of migraine, when 
we showed that there was already an FDA-approve device used for 
many years that had 20 percent stronger pulses and 30,000 times 
more and that was approved, it seems to me that the Europeans 
were logical in saying it is now approved for use in Europe. That 
seems logical to me. 

Mrs. Myrick. Well, and the other thing was, and Dr. Curfman, 
you said sometimes they are just a few months to a year behind. 
They have been waiting since 2006 for approval of that particular 
machine, which is a little longer than a few months to a year. But 
anyway, I wanted to ask you another question because you men- 
tioned when you talked about the innovation and people going 
overseas and whatnot, if you were starting out today, would you 
still be able to find the same availability of funding for what you 
are doing? Because you mentioned something about funding in 
your remarks. 

Mr. Fischell. We have — a month ago a venture capitalist said 
they would not give us the last money we need to get this product 
approved, the migraine product in the United States, because the 
FDA approval process is so risky that they would not risk the cap- 
ital. We have worked with VCs over many years and we were well 
funded to do our stents, to do our defibrillator and pacer. They are 
no longer funding us. It is a real struggle now to get the funds to 
do the innovation, to make the jobs in America because the FDA 
has scared the venture capitalists. 

Mrs. Myrick. Well, and that brings me to another point. We 
have got over 40 device manufacturers in Charlotte alone, where 
I am from. North Carolina has a tremendous number because of all 
the medical there, you know, device manufacturers which is cre- 
ating jobs. They pay well and, you know, the delays in approval are 
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keeping these jobs from being created here in America and so, you 
know, to me, this has a tremendous impact on what is happening 
here, what the FDA does relative to us being able to create those 
jobs that are obviously being created in other countries instead of 
here. 

Mr. Fischell. You know, a migraine company only has 12 people 
employed and yet we are now hiring people in Europe to get it out 
into the population there. That doesn’t make an American happy. 

Mrs. Myrick. No, it doesn’t make any of us, very frankly. 

Ms. Conger, I would like to ask you because of, you know, we 
know that the job of FDA is to make things safe. None of us are 
trying to say you shouldn’t have safe devices and they should be 
effective, but they are supposed to also foster innovation, and just 
from our perspective, what do you think the balance should be be- 
tween those two in how the FDA is running. 

Ms. Conger. Based on my research about other approval meth- 
ods and their successes and failures, and I compare it to our cur- 
rent overly bureaucratic, overly politically worried system. We can 
have all three. We can have safety, reasonable safety, efficacy and 
innovation if we were using parts of models of other countries that 
are doing it so well. We have the opportunity to take the learnings 
of others, add it to the gems we know we do well, and come out 
with a better system. As it is set up now, it is not going to work. 

Mrs. Myrick. Can I quickly ask. Dr. lanchulev, you worked in 
both systems relative to the European standards. I would just like 
your comment. 

Mr. Ianchulev. Yes. Actually, I am licensed in Europe as well 
as a physician and to me that has been — when I came to this coun- 
try almost 20 years ago, I came here to innovate and practice cut- 
ting-edge medicine, and I have seen to my surprise that a lot of my 
European colleagues now have more advanced experience than 
what I can get here and deliver to my patients. And I have experi- 
enced the review process on the regulatory side in Europe and I 
would say that I haven’t noticed it to be irrational nor have I heard 
from my colleagues or patients in Europe to feel that the environ- 
ment is unsafe. At the same time, I should say that we don’t have 
to rubber stamp something. It is a matter of looking at this is not 
a bearing point and another way to benchmark ourselves to find 
something that works for us and for our patients. 

Mrs. Myrick. I appreciate it. Thank you, Mr. Chairman. 

Mr. Stearns. I think just to confirm what you indicated to the 
gentlelady, over in Europe they have more advanced experience, 
you said? 

Mr. Ianchulev. In my field, for example, we have a lot of med- 
ical devices that we use, mainly new types of intraocular lenses, 
and to be more specific, there are other ones right now, new mini- 
mally invasive treatments for eye diseases such as glaucoma, and 
it is interesting that on the device side on the European side, you 
can see access to those technologies and experience in the hands 
of physicians, which is probably the only true way to appreciate not 
just read an article in a journal but really to have experience with 
the device. That is what physicians need to understand it. 

I think on the drug side, it is opposite. I have noticed a lot more 
experience happens first here and then travels to Europe, and that 
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was my experience with Lucentis why we got it approved here and 
followed one year later there. It is just my personal experience 
is 

Mr. Stearns. OK. Thank you. 

The gentleman from Texas is recognized for 5 minutes, Mr. 
Green. 

Mr. Green. Thank you, Mr. Chairman, and I would like unani- 
mous consent to have a statement placed into the record, and I do 
have concerns because I know medical device companies who 
produce in our countries but there are rules particularly in Europe 
that they can’t market a device there that is not admitted into the 
home country so they end up having to move their production fa- 
cilities to another country. We may not want to lower our stand- 
ards to the European standards, because I am going to ask Dr. 
Curfman some questions about that, but Dr. Curfman, I under- 
stand actually in some cases FDA is much quicker than in Europe 
on the reviews. Can you outline some of the concerns with the med- 
ical device approval system in the European Union? 

Mr. Curfman. Well, I think again the most important thing in 
a review process is to ensure that a new device or a new drug is 
actually going to result in a better health outcome for the patient. 

Mr. Green. And Europe doesn’t require that? 

Mr. Curfman. Europe doesn’t require that. We do. And I think 
that that is really a fundamental difference in the two processes. 

Mr. Green. And the structural way that the FDA does our ap- 
proval but in Europe from what I understand, there are 74 for-prof- 
it entities that actually can be — you can almost cherry pick who 
you want to take your device to. Is that correct? 

Mr. Curfman. That is correct. 

Mr. Green. And the European Union allows any of those 74 to 
make that determination that the FDA does in our country? 

Mr. Curfman. That is correct. 

Mr. Dingell. If the gentleman would yield, those things are 
called forum shopping over here. 

Mr. Green. Oh, I understand. But that gives the companies — 
and I am amazed that Europe doesn’t have some more quality con- 
trol on what they do, but that is beside the point. Can you continue 
about the difference between us, the United States requirements 
under FDA and in Europe? 

Mr. Curfman. Well, I think another point that we touched upon 
briefly is the issue of transparency, and that is putting information 
out to the public, getting it up on a Web site. The FDA does a 
beautiful job of that. The FDA’s Web site is highly sophisticated, 
very deep in information. That doesn’t exist in Europe. 

Mr. Green. In our country, if someone is wanting to use a de- 
vice, it is available, the information from the FDA because it is 
public record. 

Mr. Curfman. That is correct. 

Mr. Green. But those 74 entities, I understood from earlier testi- 
mony that that is proprietary information. 

Mr. Curfman. That is proprietary information, and there is no 
information about who the decisions are being made, what the 
process was, who the people were who were involved in making 
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those regulatory decisions. In the FDA, that is all very transparent. 
You know exactly who did what. 

Mr. Green. Well, I understood a statement earlier, and you 
wouldn’t believe it from our panel today that the FDA is actually 
faster then the European Union on devices. Do we have a percent- 
age or has anyone looked at that? And if somebody has some 
other — I want to hear Dr. Curfman first because he is in the busi- 
ness right now. Is that information that is readily available? 

Mr. Curfman. I would imagine that Dr. Shuren would have that 
information probably more than I would. 

Mr. Green. Well, Mr. Chairman, hopefully we can get that. 
Again, it sounds like we are comparing apples and oranges with re- 
sults. 

What are the problems with abandoning the effectiveness criteria 
for medical device approval in moving to the European standard? 

Mr. Curfman. Well, you know, in medicine and health care 
today in the United States, we talk about evidence-based medicine. 
This is the core of our process in finding new therapies. New thera- 
pies need to be supported by real evidence, by clinical trials, by sci- 
entific data, not just casual impressions that they work in that pa- 
tient so they will work in every patient but real solid clinical trials, 
and doing clinical trial is very difficult but we have gotten in the 
United States very good at it. It has become a very refined science 
so that we can get very good and precise answers to these ques- 
tions about whether new drugs and devices really work by helping 
people’s health. We can do that today. 

Mr. Green. I only have about 26 seconds. In Europe, if I was a 
medical device company and hired one of those entities, those for- 
profit entities to do it, that patient wouldn’t be able to know any- 
thing about how the clinical went. Is that proprietary information 
in Europe? 

Mr. Curfman. Yes, not only the patient but physicians. Nobody 
would really know that. There is no way to get it. And if you try 
to get it, they simply say it is proprietary information, we won’t re- 
lease it. It is astonishing that that would be allowed to happen be- 
cause it is so strikingly different here. 

Mr. Green. Thank you, Mr. Chairman. 

Ms. Sagan. Mr. Chairman, I feel compelled to ask to be able to 
make a statement. I am sorry. In terms of the low-glucose suspend 
insulin pump, there is no safety issue. It is not safe to not allow 
the low-glucose suspend system to come into being, into practice in 
the United States. If you understand type 1 diabetes, it is too dan- 
gerous to allow insulin to be pumped into a body that is experi- 
encing low blood glucose, more dangerous than running a 90- 
minute period of running high glucoses. My daughter’s glucose 
level has been at 500 many, many, many times, and the long-term 
complications of high sugars are far diminished by the short-term 
complications. 

Mr. Green. I thank the gentlelady. 

We have a request that we recess our committee. We are doing 
some votes in another subcommittee, and the chairman has asked 
that I recess the committee temporarily so that all members could 
go to this other committee, so with your indulgence and forbear- 
ance, I would appreciate your waiting, and I tell all members that 
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we are going to recess the committee and we will try to get back 
shortly. 

[Recess.] 

Mr. Stearns. The subcommittee will reconvene, and I thank all 
of you. If the witnesses would please come to the table again, we 
will start the questions here, and we were able to receive a unani- 
mous consent agreement that the votes at this other committee will 
be rolled until after our votes in the House, which will probably 
occur between 1:15 and 1:30. So I don’t want to hold up the wit- 
nesses here anymore. 

Are Mr. Mandel and Dr. lanchulev close by? I just want to make 
sure — they can’t be far. I think under the time constraints we have, 
I think we will start with the gentleman from Georgia, Mr. 
Gingrey, for questions and we will just keep moving forward here. 
So the gentleman is recognized for 5 minutes. 

Mr. Gingrey. Mr. Chairman, thank you. Thank you very much. 
I am going to confine my questions and remarks to Dr. Curfman. 
Dr. Curfman, of course, as executive director of the New England 
Journal of Medicine and a cardiologist, I too am an M.D., as you 
know, and certainly it is an honor have you come before the com- 
mittee to testify, and we thank you for being here today, as we do 
the other witnesses. I think you have been very patient and you 
have been very good with us. 

Dr. Curfman, in your testimony, you state your support for, and 
I quote “high-priority innovation in medical devices” but conclude 
that the glamour of innovation does not always work for patients 
if we cut corners in quality control. Is that a fair assessment? 

Mr. Curfman. Yes, that is exactly right. 

Mr. Gingrey. As examples of cutting corners in quality control, 
your testimony focuses on two products that you say ran through 
the 510(k) fast-track process versus the more rigorous premarket 
approval process. Had the Sprint Fidelis defibrillator gone through 
the more rigorous PMA, that premarket approval, versus the 
510(k), do you believe that some patient injuries might have been 
avoided? 

Mr. Curfman. I think that probably the way to have done that 
would be to phase it in rather than doing a clinical trial, that in- 
stead of launching this into many thousands of patients in a short 
period of time, to set some benchmarks for the lead in a limited 
number of patients and try to see if any problems were emerging 
there. The problem with this lead was that it was made quite a bit 
thinner than previous leads, and it was 

Mr. Gingrey. And in your testimony, you said that that approval 
process of Medtronic’s Sprint Fidelis lead was fast-tracked, it was 
through that 510(k) process. 

Mr. Curfman. Yes. There was no clinical testing. So what I 
would propose is that there be some clinical testing 

Mr. Gingrey. Right. Well, I understand that. 

Mr. Curfman [continuing]. In a limited number of patients. 

Mr. Gingrey. I want to ask you this, because I am holding in my 
hand a PMA record, premarket approval record, number P920015 
for the Medtronic’s Sprint Fidelis lead dated 2007, which in fact 
means that the Sprint Fidelis product did go through the more rig- 
orous PMA supplement process and not the 510(k) as your testi- 
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mony suggests. Are you aware that your testimony on this is factu- 
ally wrong? 

Mr. CURFMAN. I don’t think it is wrong. 

Mr. Gingrey. Well, here it is. 

Mr. CuRFMAN. Well, I would have to 

Mr. Gingrey. Let me just follow up on that, and maybe you can 
check your notes or maybe talk with your secretary or whomever 
gave you this information. Your testimony also cites the federal 
preemption for medical devices that prevented U.S. patients from 
suing Medtronic. Doctor, the federal preemption for medical devices 
only applies to class III products that go through the PMA process, 
not those that go through 510(k). The fact that this reality did not 
raise a red flag for you when drafting and reviewing your testi- 
mony here today is troubling, to say the least. 

The second example you cite in your testimony as proof of 510(k) 
failure is this metal-on-metal hip. Dr. Curfman, the Safe Medical 
Devices Act of 1990 directed the FDA, and I will say that again, 
this act directed the FDA to review certain class III devices and to 
ascertain whether they should be reclassified and go through this 
premarket approval process, so-called PMA, as I held up on the 
other one with Medtronic. One of these devices is the metal-on- 
metal hip yet 20 years later the FDA has yet to conduct a review. 
So it appears that the failure of this product is not due to 510(k) 
process but to regulatory inaction by our own FDA. So Dr. 
Curfman, do you believe that the FDA should follow the direction 
of Congress and implement the Safe Medical Devices Act of 1990 
in order to better protect patient safety? 

Mr. Curfman. Well, I think that it is important for some of these 
previously approved devices to be looked at again, and 

Mr. Gingrey. Indeed, that is what the 1990 

Mr. Curfman [continuing]. I would support that. 

Mr. Gingrey [continuing]. Act called for. 

Mr. Curfman. That is correct. Yes, exactly. So I think that it 
should be done selectively but I think that some of these previously 
approved devices do need to have another look. 

Mr. Gingrey. Well, absolutely, and I agree with you completely. 
Dr. Curfman, and I think we could have avoided some huge prob- 
lems if that had been done. Both instances you cite to support the 
failure of this 510(k), the fast-track process, appear to be either in- 
accurate or factually incorrect, and with all due respect, these inac- 
curacies call into question, I hate to say it, but, you know, as a dis- 
tinguished doctor and executive editor of one of our most distin- 
guished medical journals, the New England Journal of Medicine, 
these little simple inaccuracies call into question what you describe 
as your careful analysis of these two studies you reference in your 
testimony. 

Mr. Curfman. No, I disagree. Dr. Gingrey. I think that every- 
thing that I have said is accurate. I point out to you that the Sprint 
Fidelis lead was removed from the market in 2007. This document 
that you have given me is dated 2007. So something doesn’t quite 
add up here. It was pulled from the market in 2007 by Medtronic. 
So I am not sure what this document 

Mr. Gingrey. Well, I would be happy — I think my time is ex- 
pired. 
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Mr. Stearns. The time has expired. 

Mr. Gingrey. Doctor, I would he happy to have you follow up 
with written testimony to the committee. 

Mr. CuRFMAN. I would be happy to do that. 

Mr. Stearns. I think the gentleman from Georgia 

Mr. Gingrey. If there are some corrections that you would like 
to put into the record, we would be glad to put that into the record. 

Mr. CuRFMAN. I would be happy to do that. 

Mr. Stearns. Dr. Gingrey, if you feel comfortable, you could also 
ask him questions and we can ask him to reply for our record too. 

With that, I recognize Ms. Christensen 

Mr. Gingrey. Thank you, Mr. Chairman. I yield back. 

Mr. Stearns [continuing]. For 5 minutes. 

Mr. Christensen. Thank you, Mr. Chairman, and I want to 
thank the panelists, especially those who are patients or rep- 
resenting patients. I think everyone up here felt your pain. And 
just before I ask my question, I just wanted to say that I under- 
stand that despite all of the comparisons between Europe and the 
United States, I still understand that the U.S. -based companies 
dominate the industry globally, medical device industry, and it is 
also interesting to note that the medical device industry is one of 
the few sectors with a positive trade balance today in our strug- 
gling economy. 

Dr. Curfman, it seems like you are getting all of the questions 
today. I would like to ask you about the effect of regulation on in- 
novation within the medical device technology field. In your written 
testimony, you stated that innovation is essential — I am quoting 
you here — “innovation is essential to the future or our Nation’s 
health but innovative medical products cannot succeed unless they 
are both effective and safe.” Can you explain how innovation in the 
medical field is fostered by sensible quality safeguards? 

Mr. Curfman. Yes. Thank you. Dr. Christensen. I think that real 
innovation, real innovation needs to involve products in which the 
efficacy has been clearly demonstrated and the safety has been 
clearly demonstrated. Otherwise it is not real innovation. We have 
talked about creating jobs in the medical device industry, and I 
think we all feel that that is a very important goal, but we don’t 
want jobs to be created to create defective medical devices that 
don’t work, that cost a lot of money, that pull money out of our 
health care system that could be better used in other ways on 
things that do work or on devices that are not safe. So this is why 
I have tried to make a case that an important part of innovation 
is to really establish that the product works and that it is safe and 
that if you don’t do that, it is not real innovation. 

Mr. Christensen. FDA must — and we have to support them in 
protecting the health and safety of millions of patients in our coun- 
try, and the agency can only accomplish this when novel drugs and 
new devices are rigorously evaluated for safety and efficacy. In 
your opinion, do manufacturers always take appropriate premarket 
steps necessary to protect patient safety? 

Mr. Curfman. In my experience, they do not always do that, and 
that is why oversight is necessary. That is why regulation is nec- 
essary. That is why it is important for third parties to be taking 
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a look at these products and doing some oversight and ensuring 
that efficacy and safety are really established. 

Mr. Christensen. So that must contribute to some of the delays 
as well? 

Mr. CuRFMAN. It does. There is a process involved. It does take 
time. I am sure that these delays can be reduced. I think that that 
should be a goal of the FDA. But that doesn’t mean that the proc- 
ess should be eliminated. 

Mr. Christensen. Well, many have criticized, and we have heard 
it today, FDA for stifling innovation with their rules and regula- 
tions concerning medical devices. In your opinion, has FDA made 
the approval process for medical devices too onerous for medical de- 
vice manufacturers? 

Mr. CURFMAN. My experience with the FDA is that they are 
keenly interested in innovation. They are keenly interested in im- 
proving the lives of patients. They want to get products to market. 
That is my sense. At the same time, they know that a process es- 
tablishing efficacy and safety is a critical part of that process. 

Mr. Christensen. Well, are there ways that the FDA could 
strengthen some of the aspects of their approval process? 

Mr. CuRFMAN. Well, as Congressman Waxman said, in order to 
do that, they need resources. So I think that the first thing is that 
we can’t cut their budget and expect them to improve their proc- 
esses. There is just a disconnect there. So I think we need to look 
at the budgeting process and be sure that they have the resources 
that they need to do the job. 

Mr. Christensen. Thank you. And I think more than ever now, 
we need to make sure we are making smart choices on the budget 
and cuts to FDA as we have done already make no sense. They 
really hurt patients. They hurt companies that want to bring inno- 
vative drugs and medical devices to the market. Thank you. I am 
out of time. 

Mr. Stearns. I thank the gentlelady. 

I think by mutual agreement, we are going to the gentleman 
from California, Mr. Bilbray. You are recognized for 5 minutes. 

Mr. Bilbray. Thank you, and I appreciate the doctor’s questions. 
I think the delegate from the Virgin Islands has a background 
here. You know, we have got some indicator species here as we say 
in the environmental community that are not being observed, and 
that is, the venture capital that goes into this innovative tech- 
nology. It is not — you know, by the time it gets to the FDA, it is 
at the end of the line, and I just want to say right now, July 11, 
everybody is put on notice, 50 percent of the venture capital invest- 
ment in medical devices and research has dropped off in my region. 
Now, that is the krill of medical breakthroughs, and, you know, 
when the krill dies, in a few years you are going to say well, what 
happened, why isn’t there any new information. Because the big 
guys use that krill to feed on. So there is a concern here that we 
may be contributing to the extinction of a species that we take for 
granted but it essential in the food chain of medical breakthroughs. 

Dr. Curfman, I have got a question for you. Do you believe the 
defibrillators that we have got out in the public are as effective in 
the hands of a layman as they would be in a trained physician? 

Mr. Curfman. You are talking now about defibrillators 
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Mr. Bilbray. The defibrillators 

Mr. CuRFMAN. The manual defibrillators? 

Mr. Bilbray. The manual defibrillators. 

Mr. CuRFMAN. Well, the automatic external defibrillators can be 
operated by a layperson with only a small amount of training, and 
they are designed to do that and they can certainly be lifesaving. 

Mr. Bilbray. But they can be lifesaving. We agree with that. 

Mr. CuRFMAN. Yes. 

Mr. Bilbray. But do you think that they are just as effective in 
a layman’s hands as it would be in a trained cardiologist’s hands? 

Mr. CuRFMAN. Well, you need some training to use these. They 
are not totally intuitive. If you have never, never used one, you are 
going to have to figure it out. They are certainly a lot easier than 
older ones. 

Mr. Bilbray. Do you have any idea how long it took us to finally 
approve this and get it out in the field? 

Mr. CuRFMAN. Well, it took some years, yes. 

Mr. Bilbray. OK. Do we have any idea of how many people died 
of cardiac arrest in public during that period? We don’t have any 
idea at all. But we can only imagine. 

You know, I have just got to say, we talk about the morning sick- 
ness medicine of the 1950s that caused birth defects, and that is 
what you remember as the chairman emeritus said. They don’t 
think about Benedictine in the 1980s that was perfectly safe but 
driven off the market, and a lot of it was because you remember 
the stuff when it goes bad but you don’t think about all the sav- 
ings, and I think we all agree. Aspirin, classic example, hundreds 
of people die every year, and it has probably done more to help 
with health of probably any device 

My question is this. When we talk about the device that Mr. 
Mandel talked about and with 3 percent increase annually in child 
melanoma annually since the 1970s, we have got a device that phy- 
sicians could use that may help in that application but because it 
cannot be proven to as effective as a dermatologist, don’t you think 
we have got to start talking about reality, that early detection is 
the most essential part of surviving melanoma. Wouldn’t you 
agree? 

Mr. CuRFMAN. Absolutely. 

Mr. Bilbray. And why would we say that we do not want to give 
a device to general practitioners that see the overwhelming major- 
ity of children — why would we as an agency say this should only 
be used at the back end of the process, dermatologist, after the gen- 
eral practitioner has sent them over? 

Mr. CuRFMAN. Like any device, the efficacy needs to be estab- 
lished. This is a device where there are probably not going to be 
any safety issues but there are efficacy issues. It is a device that 
costs money. It has to be shown to be accurate. 

Mr. Bilbray. Costs money. 

Mr. CuRFMAN. It has to be accurate. It has to work and it has 
to be shown to work. 

Mr. Bilbray. But 

Mr. CuRFMAN. And the evidence has to be there, and if you don’t 
have the evidence, you can’t just approve the device. 

Mr. Bilbray. But if you have the evidence to apply 
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Mr. CuRFMAN. You need the evidence. You need the evidence in 
a real clinical study. 

Mr. Bilbray. Excuse me. But if the technology works for a der- 
matologist, OK 

Mr. CuRFMAN. Who says? That is the point of doing clinical stud- 
ies, to get the evidence. 

Mr. Bilbray. OK. Let us back up then. The same clinical trials 
that say you apply, why would you shift it? If it works good for a 
dermatologist and it works, why would a bureaucracy, why would 
a government agency say we don’t want this to be applied at the 
general practitioners, we are going to make a judgment call that 
we want it to be applied for dermatologists. Now, don’t you agree 
as the manual defibrillators but especially with melanoma, that 
early detection, if there is an opportunity, early detection with gen- 
eral practitioners, that is an essential part of treating that disease 
and addressing that disease and that is prevention. The earlier the 
better, right? 

Mr. CuRFMAN. Absolutely. 

Mr. Bilbray. OK. 

Mr. CuRFMAN. So what you need to do is show that the device 
detects it earlier and improves patient outcomes. 

Mr. Bilbray. OK. If you wanted to prove that, then why would 
you not allow a review board to look at this and review it? Why 
would you say we are not going to allow a review board to take a 
look at this and review it? 

Mr. CuRFMAN. I think that you have to have the proper data in 
hand for the review board to look at, and I am not completely fa- 
miliar with this device so I can’t really say how much data they 
had, but I am assuming that they don’t have enough data for the 
review board to review it. 

Mr. Bilbray. And let me just mention, Mr. Chairman, I think 
the one we asked about that has been brought up here, do you 
agree that we had a great success in the 1990s with AIDS by allow- 
ing patients to sit on the review boards? Do you think that dia- 
betics and cancer patients should have the same opportunity in 
this century as we gave in the last century to AIDS patients? 

Mr. CuRFMAN. Yes. 

Mr. Bilbray. Thank you, Mr. Chairman. 

Mr. Stearns. I thank the gentleman. His time is expired. 

Panel, we are going to ask one more 5 minutes and then you will 
be excused, so we will finish. 

Mr. Griffith is recognized for 5 minutes. 

Mr. Griffith. Thank you, Mr. Chairman. I would like to yield 
3 minutes of my 5 minutes to Mr. Gingrey and then 2 minutes to 
Mr. Lance. 

Mr. Stearns. So ordered. 

Mr. Gingrey. Well, I thank the gentleman for yielding time to 
me. I wanted to, during the last discussion when my 5 minutes ex- 
pired and I was talking with Dr. Curfman, I had a question for Mr. 
Fischell. On that note, I want to return to you fairly quickly. Given 
my concerns, Mr. Fischell, with the testimony of Dr. Curfman, I 
was wondering if you could share your thoughts on the veracity of 
those two studies that were outlined in Dr. Curfman’s testimony. 
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He didn’t think too highly of them. Could you give us your opinion 
on those studies? 

Mr. Fischell. I am not an expert on that, and I think that they 
were PMA supplements, which are treated differently from PMAs, 
and I think that may account for some of the difference here. But 
I am by no means an expert on that subject. 

Mr. Gingrey. Well, I appreciate your honesty on that. The PMA 
supplement is reviewed in those articles using the same standard 
as the original postmarket analysis, PMA. So I want that to be in 
the record and I want that statement to be in the record. 

In the last minute or so that I have before I think my friend 
wants to yield to another colleague on this side of the aisle, look, 
I think we are all here for the right reasons. There is certainly a 
difference of opinion on one end of the table from most of the other 
witnesses in regard to the FDA and are they doing their job in a 
most efficient, timely manner that is safe for patients. Obviously, 
as Dr. Curfman pointed out, safety is hugely important, but to 
make it so difficult losing venture capitalists, we are losing re- 
search and development, we are losing new products to the Euro- 
pean Union, and then they come back over here and finally get to 
our market but all the jobs 

Mr. Stearns. The gentleman’s time has expired. 

Mr. Gingrey [continuing]. Are gone. That is what this is all 
about, and I thank the gentleman for yielding to me and I yield 
back. 

Mr. Stearns. The gentleman, Mr. Lance, is recognized for 2 min- 
utes. 

Mr. Lance. Thank you very much. I will take 1 minute, and I 
appreciate the courtesies of my colleague, Mr. Griffith. 

Dr. Fischell, I represent a district that is really the medicine 
chest of the country in north central New Jersey, more pharma- 
ceutical and medical device employees than any other district in 
the United States. In your testimony, you state that beyond the ad- 
verse impact FDA is having on patient care, it is weakening the 
U.S. leadership position in medical technology innovation and as a 
result our economy. Would you comment briefly on that statement 
with which I agree and is so terribly important to the district I 
serve? 

Mr. Fischell. Well, it has been very clear to me personally by 
the fact that from 20 to about 5 years ago, venture capitalists 
would come to me and say Dr. Fischell, I would like to support 
your latest innovation, tell me what it is. Now I have recently gone 
to venture capitalists and said we have this great new cure for mi- 
graine and I need another $2 million to finish it. They said because 
of the FDA, we can’t give it to you, it is too risky. That is the dif- 
ference. 

Mr. Lance. Well, thank you very much, and I appreciate having 
the opportunity to speak with you on that, and I yield back the bal- 
ance of my time. 

Ms. DeGette. I am wondering if Mr. Griffith would just yield to 
me for one brief moment? 

Mr. Griffith. One brief moment, I yield to the gentlelady. 

Ms. DeGette. Thank you very much. 
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I just want to point out, there was a Bloomberg News article 
today that said venture capital funding for medical device and 
equipment makers gained 20 percent to $840 million in 90 deals 
over the last 3 months, so I think the record needs to reflect that 
there is still ample venture capital for medical devices as well as 
for all of biotechnology, and anything this committee can do to en- 
courage that 

Mr. Gingrey. Mr. Griffith, would you yield to me for unanimous 
consent? 

Mr. Stearns. No, I think we are just going to wrap up here. 

Mr. Gingrey. Mr. Chairman, I do have a UC request. 

Mr. Stearns. OK. Go ahead. 

Mr. Gingrey. I would like to for unanimous consent request to 
submit for the record these materials that I am holding be inserted 
into the record, and it is important because these materials show 
that the Medtronic device that Dr. Curfman was talking about 

Mr. Stearns. OK. I think what we will do is 

Mr. Gingrey [continuing]. Was approved through PMA and not 
the 510(k) process. That is all this does. 

Mr. Stearns. The minority needs to see it, and we also have 
here a quote from the New York Times 

Ms. DeGette. Reserve the right to object. 

Mr. Stearns [continuing]. And the LexisNexis also, so we have 
three items. 

Let me close, and we are going to recess the committee and 
thank the panel for their very compelling testimony and we appre- 
ciate your forbearance, and so we will take up the second panel 
after the set of votes, and so the subcommittee is temporarily in 
recess. 

[Recess.] 

Mr. Stearns. The subcommittee will come to order, and now we 
will proceed to our second panel, and Dr. Shuren, you have been 
very patient with us and we appreciate that, and we are glad to 
have Mr. Waxman with us as we proceed to the second panel. 

With that, I will swear you in. Let me start by saying you are 
aware that the committee is holding an investigative hearing, and 
when doing so has had the practice of taking testimony under oath. 
Do you have any objection to testifying under oath? 

Mr. Shuren. I do not. 

Mr. Stearns. The chair then advises you that under the rules of 
the House and the rules of the committee, you are entitled to be 
advised by counsel. Do you desire to be advised by counsel during 
your testimony today? 

Mr. Shuren. I do not. 

Mr. Stearns. In that case, if you would please rise and raise 
your right hand? 

[Witness sworn.] 

Mr. Stearns. You are now under oath and subject to the pen- 
alties set forth in Title XVIII, section 1001 of the United States 
Code. You may now give a 5-minute summary. Your written testi- 
mony will be part of the record. Proceed. Thank you. 
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TESTIMONY OF JEFFREY E. SHUREN, DIRECTOR, CENTER FOR 

DEVICES AND RADIOLOGICAL HEALTH, FOOD AND DRUG 

ADMINISTRATION 

Mr. Shuren. Mr. Chairman and members of the subcommittee, 
I am Dr. Jeff Shuren, Director, Center for Devices and Radiological 
Health, or CDRH, at the Food and Drug Administration. Thank 
you for the opportunity to testify today, and I would like to thank 
the participants on the first panel, who raised many important 
points that I agree with. 

The mission of the FDA is to protect and promote the public 
health, to protect the public health by assuring that the devices 
that come on the market are safe and effective, and to promote the 
public health by facilitating innovation. Striking the right balance 
is challenging but also critical. 

In September 2009, soon after I came to CDRH, we initiated a 
review of our medical device premarket review programs in re- 
sponse to concerns expressed by industry and others. We conducted 
and honest and frank self-assessment of these processes including 
the 510(k). In 2010, we released two reports which concluded that 
we had not done as good a job managing our review programs as 
we should, and proposed potential solutions for improvement. The 
number one problem we found was that there was insufficient pre- 
dictability in our premarket review programs which contributes to 
inconsistent decisions and longer terms to market. We identified 
several root causes. They including changing, unnecessary, inap- 
propriate and/or inconsistent data requirements imposed on device 
sponsors, insufficient guidance for industry, insufficient inter- 
actions between the agency and industry, very high reviewer and 
manager turnover at CDRH, turnover that is almost double that of 
FDA’s drugs and biologic centers, insufficient training for review- 
ers, insufficient oversight by center managers, CDRH’s rapidly 
growing workload due to the increasing scientific and technological 
complexity of the devices we reviewed and the number of submis- 
sions we received, and poor quality submissions by industry. 

We solicited public comment on these reports from stakeholders 
and heard a wide range of perspectives. This past January, we an- 
nounced 25 specific actions that CDRH will take in 2011 to im- 
prove the predictability, consistency and transparency of our pre- 
market review programs, and have since announced additional ac- 
tions. For example, we have made a commitment to develop a 
range of updated and new guidances to clarify CDRH requirements 
for timely and consistent product review including device-specific 
guidance in several areas such as mobile applications and artificial 
pancreas systems. We are also working to revamp the guidance de- 
velopment process to make it more efficient. We are enhancing the 
interactive review process and streamlining the review program for 
low- to moderate-risk novel devices called the de novo process. We 
are streamlining our clinical trial program to assure that clinical 
trials can start in a timely manner. We have already established 
a new center science council to help ensure consistency and predict- 
ability in our scientific decision-making, and we are creating a net- 
work of experts to help us resolve complex scientific issues and 
product assessment, which we hope will ultimately result in more 
timely reviews of device submissions. We are instituting a reviewer 
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certification program and a pilot experiential learning program to 
provide review staff, especially our newer review staff, with nec- 
essary training and real-world experiences. 

These efforts signify our commitment to improving our pre- 
market review programs to ensure that patients have timely access 
to safe and effective devices and the U.S. device industry remains 
strong and innovative. 

Mr. Chairman, I commend the subcommittee’s efforts and I am 
pleased to answer any questions the subcommittee may have. 

[The prepared statement of Mr. Shuren follows:] 
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INTRODUCTION 

Mr. Chairman and Members of the Subcommittee, 1 am Dr. Jcffi'ey Shurcn, Director, Center for 
Devices and Radiological Health (CDRH), at the Food and Drug Administration (FDA or the 
Agency). I am pleased to be here today to discuss CDRlFs initiative.s under President Obama'.s 
Executive Order 13563, Improving Regulation and Regulatory Review, and other activities we 
are undertaking to improve the predictability, consistency, and transparency of our regulatory 
processes. 


The Impact of Regulation on Innovation 

FDA is charged with a significant task: to protect and promote the health of the American 
public. To succeed in that mission, wc must ensure the safety and effectiveness of the medical 
products that .Americans rely on every day, and also facilitate the scientific innovations that 
make these products safer and more effective. These dual roles have a profound effect on the 
nation's economy. FDA's premarkel review of medical devices gives manufacturers a 
worldwide base of consumer confidence. Our ability to work with innovators to translate 
discoveries into products that can be cleared or approved in a timely way is essential to the 
growth of the medical products industry and the jobs it creates. U.S.-based companies dominate 
the roughly $350 billion global medical device industi-y. The U.S. medical device industry is one 
of the few sectors, in these challenging economic times, with a positive trade balance. ' In 2000, 
the U.S. medical device industry ranked 13th in venture capital investment — now, 10 years later, 


PwC (fomierly PriceWaterhouseCoopers), "Medical 1 echnology Innovation Scorecard" (.lamrary 201 1 ) at page 8. 
available at 


2 



it's our country's fourlli largest sector for venture capital investment.’ AiiiJ, tlie medical device 
industry has produced a net gain in jobs since 2005, even while overall manufacturing 
employment lias suffered. According to a recent industry survey. ■'Ifyou listen to what CEOs 
are saying, the industn' sliould experience healthy growth in employee headcount in 201 1" 
(Emergo Group. "Meciical Device Industry Outlook" (December 2010). available at 
lnln://'\v \v\v.ei nei'uoi>i~ou p.com/files /2()l I -medical-clevic-es - industrv-O Lii lo ok- w ebinar- 
ver sion. pdfl. 

As noted in a January 201 1 report on medical technology innovation by PwC (formerly 
PriceWaterhouseCoopers), the U.S. regulatoiy system and U.S, regulatory .standard have served 
American industry and patients well. As that report .states. "U.S. success in medical technology 
during recent decade.s stems partially from global leadership of the U.S. Food and Drug 
Administration. FDA's standards and guidelines to ensure safety and efficacy have instilled 
confidence w'orldwide in the industry's products. Other countries' regulators often wait to see 
FDA’s position before acting on medical technology applications, and often model their own 
regulatory approach on FDA’s." 

In terms of time to market, data show that the United States is performing as well or better than 
the European Union (ELI). An industry-sponsored analysis'’ shows that low-risk 5 10(k) devices 
without clinical data (SO percent of all devices reviewed each year) came on the market first in 
the United States as often as or more often than in the EU. The ELI typically approves higher- 


‘ PriceWaterhoiiseCooper.s.^Nationa) Venture Capital Association, MoneyTree’»i Report. Data: Thomson Reuters, 
Investments by Industry Q I 1995 - Q4 2010, available at Impv/tnviv.nnv ori;. 

California Healthcare Institute and The Bo.ston Consulting Group, “Competitiveness and Regulation: The FDA and 
the Future of America's Biomedical industry" (Feb. 2011), available at 

hnp://\vv:v,\hi!!i com.' iIovU!tien!':/fi!c720fy0.^h‘ll. 
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risk devices faster than tlic United States because, unlike in the United States, the tU does not 
require the manufacturer to denionstnite that the device actually benefits patients. 

FDA also recognizes that, if the U.S, is to maintain its leadership role in this area, we must 
continue to streamline and modernize our processes and procedures to make device approval not 
just scientifically rigorous, but clear, cotisi.stent and predictable. 1 will discuss our efforts in that 
regard in more detail later in my testimony. 


The President's Rettulatorv Relorin Initiative 

With Executive Order 13563, issued on January 1 8, 201 1 , President Obama laid the foundation 
for a regulatory system that is designed to protect public health and welfare, while also 
promoting economic growth, innovation, competitiveness, and job creation. An accompanying 
Wall Street Journal op-ed by the President highlighted FDA’s medical device initiatives, 
described in greater detail later in this testimony, as an example of the kind of efforts he was 
talking about. Among other things, and to the extent pennitted by taw, the Executive Order: 

• Requires agencies to consider costs and benefits of regulation to ensure that the benefits 
justify the co,sts and to select the least-burden.some alternatives; 

• Requires increased public participation and an open exchange; 

• Directs agencies to take steps to hannonize, simplify, and coordinate rules; and 

• Directs agencies to consider flexible approaches that reduce burdens and maintain 
freedom of choice for the public. 

The Executive Order also requires a government-wide “look back" at existing federal regulations 
to review significant rules and decide which should be streamlined, reduced, improved, or 
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eliminated. One of the goals of this approach is to eliminate unnecessary regulatory burdens and 
costs on individuals, businesses, and governments. 


On May' 1 8 of this year, tlie Department of Health and Human Services (HHS or tlie Department) 
released its Preliminary Plan. The Plan highlights regulations already being modified or 
streamlined and identifies additional candidates for ftirther review. 


In order to increa.se public participation in the retrospective review, HHS posted its Preliminary 
Plan for public comment at 

liHj)://\ni'\v.hhs.«:i)v/i>j>i>n/rcc<>rtlsti>hlreport.'>/execo}-(hTs/13.‘i6S/<lrafi/in<lcx.lilinl. The comment 
period for HHS' Preliminary Plan closed on .luiie 30, 2011, HHS w'ill now proceed to finalize 
the Plan. 


A.s a first step in the regulatory review, the Secretary asked each agency to do an inventory of its 
exi.sting significant regulations to provide information that will assist the Department in 
constructing an ongoing retrospective review process. FDA sought comment on how the Agency 
could revi,se its existing review fi-amervork to meet the objectives of Executive Order 13563, 
regarding the development of a plan with a defined method and schedule for identifying certain 
significant rules that may be obsolete, unnecessary, unjustified, excessively burdensome, or 
counter-productive, FDA focuses its retrospective review efforts on regulations that have a 
•significant public health impact and regulations that impose a significant burden on the Agency 
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and/or industiy. FDA has under review, or has identified, over 40 rules as candidates for 
regulatory review. 


On April 27, 201 1, FDA published a notice in the Federal Register, requesting comment and 
supporting data on which, if any, of our existing rules are outmoded, ineffective, insufficient, or 
excessively burdensome and thus maybe candidates for review. This docket closed on June 27. 
FDA is now reviewing the comments received and will be using the comments to infomi its 
future regulatory review activities. 


Dtdailed information about FDA's regulatory review activities can be found at 


hlip://r-\v\\\flti.gov/Ah(nitF[)yi/Tniiispareiiev/Triinspan’itcyliti!ialive/iicm2.‘t 17!) I.lilm. 


There you will also find some of the activities FD.A is undertaking in support of Executive Order 
13563. For example, in an effort to regulate based on risks and reduce regulatory burden, we are 
reviewing classifications of medical devices to determine if down-classification {i.e., moving a 
device to a classification with less stringent requirements) is appropriate. Two weeks ago, 
consistent with its commitment under the Medical Device User Fee Amendments of 2007, FDA 
issued draft guidance describing its intent to exercise enforcement discretion with respect to 
premarket notification requirements for 30 different in vitro diagnostic and radiology device 
tjq-ies with well-established safety and effectiveness profiles. The devices include common urine 
and blood tests, alcohol breath tests, blood clotting protein tests, and radiology device 
accessories, such as film cassettes, film processors, and digitizers. We intend to exempt these 
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de»'iccs from preinarket notification requirements througli the appropriate regulatory processes. 
We will, of course, continue to enforce all other applicable requirements. 


In addition, we are ujrdating e.xisting regulations, such as converting the device registration and 
listing process to a paperless system, allowing for the utilization of the latest technology in the 
col lection of information, while maintaining an avenue for companies for which paper 
applications are more convenient. 


Wc are instituting a paperless, electronic Medical Device Reporting system, which will speed 
reporting and analysis of adverse events and identification of emerging public healtli problems, 
as well as lower costs for manufacturers. 


We are revising device premarket approval regulations (Special PMA Supplement Changes 
Being Effected) to remove duplicative requirements and to streamline and clarify regulatory 
requirements. And we will be proposing to allow the u,se of validated symbols in device 
labeling, without the need for accompanying English text, thereby reducing the burden of 
labeling requirements by permitting harmonization with labeling for international markets. 


FD A’s Medical Device Regulatory Reform Initiatives 

Federal agencies have long had to consider the various impacts of regulations on industry and the 
public. The laws and guidance documents that FDA follows require it to measure the effect of 
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regulations on employment, innovation, and economic growth. For examjtle, the Unfunded 
.Mandates Reform Act of 1995 retiuires that major rules include estimated effects on 
employnieiit, competitiveness, and growth. Executive Order 1 2866, Regulatory Planning and 
Review, requires all federal ttgencies to consider effects on innovation when writing regulations. 


In addition, agencies periodically conduct reviews of exi.sting regulations pursuant to a variety of 
authorities, changes in the law, or other circumstances. For example, the Regulatory Flexibility 
Act requires agencies to conduct reviews within 10 years of regulations that have a significant 
economic impact on a substantial number of small businesses. And, under 21 CFR 10, 25(a) and 
10,30, FDA may review a regulation if a person .submits a petition asking the Commissioner to 
issue, amend, or revoke a regulation. 


In this spirit of openness and transparency, in 2010, CDRH initiated its own review of its process 
for preraarket review of medical devices and undertook tw'o significant initiatives to improve the 
Agency's medical device premarket review programs. 


It'.s important to note that, in terms of perfonnance, FDA has been consistently strong, meeting 
or exceeding goals agreed to by FDA and industry under the Medical Device User Fee 
Amendments (MDUFA) for approximately 95 percent of the submissions we review each year. 
FD.A. consistently completes at least 90 percent of 510(k) reviews within 90 days or less. In the 
limited areas, where FDA is not yet meeting its MDUFA goals, the Agency’s performance has 
been steadily improving, de.spitc growing device complexity and an increased w'orkload, without 


a commensurate increase in user fees. 
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M3UFA metrics reflect FDA time only; they do not reflect the time required for industry to 
respond to requests for additional infonnation. As the graphs below illustrate, while the time 
FDA spends reviewing an application has improved for both low- and high-risk devices, overall 
time to decision- the time that FDA has the application, plus the time the manufacturer spends 
answering any questions FDA may have — has increased. FDA bears some responsibility for the 
increase in approval times and has been instituting management changes. As a result, in 2010, 
total time for 5!0{k)s appears to have stabilized and preliminary data suggest tliat the total time 
for PMA decisions is improving. 


Average Time to 510(k) Decision* 
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Average Time to MDUFA Decision on PMA's 
and Panel-Track Supplements (non-expedited)* 



— - Submitter --.a— - FDA — • — Total 


'Times may not add to total due to rounding 
2009, 201 0 cohort still open as of July 5, 201 1 ; data may 


Iiuiustry also bear's some responsibility for the increase in overall time to decision, which 1 
discuss in detail on page 15 of my testimony. 


The 5]0(k) Action Plan 

FDA recognizes that concerns have been raised about how well CDRH's premarket review 
program is meeting its two goals of ensuring that medical devices are safe and effective and 
fostei'ing medical device innovation. Some stakeholders — particularly in industry — have ai'gued 
that a lack of predictability, consistency, and transparency in the 510(k) program is stifling 
medical device innovation in the United States and driving companies (and jobs) overseas. 

Otlier gi'oups, including health care pi'ofessional, patient, and third-pai1y payer organizations, 
have argued that the 5l0(k) program allows devices to enter the market without sufficient 


lO 
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evidence of safety and effectiveness, thereby putting patients at unnecessary risk and failing to 
pravide practitioners with the necessary infoniiation to make well-informed treatment and 
diagnostic decisions. 


In response to these concerns- and because FDA is continually looking for ways to improve its 

perfomiance in helping to bring safe and effective devices to market — the Agency conducted an 
assessment of the 510(k) review program and an assessment of how if use.s science in regulatory 
decision-making, which addressed aspects of its other prcniarket review programs, 


Ti e two reports we released publicly in August 2010, with our analyses and recommendations, 
sh ,iwed that we have not done as good a job managing our premarket review programs as we 
should and tliat we needed to take several critical actions to improve the predictability, 
consistency, and transparency of these programs. 


For example, we liave new reviewers who need better training. We need to improve 
management oversight and standard operating procedures. We need to provide greater clarity for 
our staff and for industry through guidance about key parts of our premarket review and clinical 
trial programs and how we make benefit-risk detenninations. We need to provide greater clarity 
for industry through guidance and greater intei'actions about what we need fi'om them to facilitate 
more efficient, predictable reviews. We need to make gi'cater use of outside experts who 
uniierstand cutting-edge technologies. And we need to find the means to handle the ever- 
increasing workload and reduce staff and manager turnover, which is almost double that of tire 
FDA's drugs and biologies centers. 


)l 
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Tlie Agency solicited public comment on the recommendations identified in the studies and 
received a range of perspectives from stakeholders throughout the process at two public meetings 
and three town hall meetings, through three open public dockets and via many meetings with 
stakeholders. Seventy-six (76) comments were submitted from medical device companies, 
industi'y representatives, venture capitalists, healtli care professional organizations, third-party 
payers, patient and consumer advocacy groups, foreign regulatory bodies, and others. 


After considering the public input, in January 201 1, FDA announced 25 specific actions that the 
Agency will take this year to improve the predictability, consistency, and transparency of our 
premarket review programs. Since then, FDA has announced additional efforts, including 
actions to improve its program for clinical trials and Investigational Device Exemptions (IDEs) 
program, These are based on an analysis of this program that the Agency committed to, as part 
of its January 201 1 announcement. 

These actions, many of which were supported by industry, include: 

• Developing a range of updated and new guidances to clarify CDRH requirements for 
timely and consistent product review, including device-specific guidance in several 
areas such as mobile applications and artificial pancreas systems (to be completed by 
the end of 201 1); 

• Revamping the guidance development process through a new tracking system and 
core staff to oversee the timely drafting and clearance of documents (to be completed 
by the end of 201 1 ); 


12 
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0 Improving communication between FDA and industry through enhancements to 
interactive review (some of these enhancements will be in place by the end of 20! 1 ); 

• Streamlining the de iiovt) review process, to provide a more efficient pathway to 
market for novel devices that are low' to moderate risk. This new structure will be 
described in draft guidance for industry that is expected to be available for public 
comment by September 30, 201 1; 

• Streamlining the clinical trial and IDE processes by providing industry with specific 
guidance on how to improve the quality and performance of clinical trials. (IDEs are 
required before device testing in humans may begin, and they ensure that the rights of 
human subjects are protected while gathering data on the safety and efficacy of 
medical products.) We are also developing guidance to clarify the criteria For 
approving clinical trials, and criteria for when a first-in-human study can be 
conducted earlier during device development (to be issued by October 31,2011); 

• Establishment of an internal Center Science Council to actively monitor the quality 
and performance of the Center's scientific programs and ensure consistency and 
predictability in CDRH scientific decision-making (already completed); 

• Creating a network of experts to help the Center resolve complex scientific issues, 
which will ultimately result in more timely review's. This netw'ork will be especially 
helpful as FDA confronts new technologies; 

• Instituting a mandatory Reviewer Certification Program for new' reviewers (to be 
completed by September 2011); and, 

• Instituting a pilot Experiential Learning Program to provide review staff with real- 
world training experiences as they participate in visits to manufacturers, research and 
health care facilities, and academia (to begin in early 2012). 


13 
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Consistent with the improvements we are making to the program, we are seeing a positive trend 
in the percent of 51()(k) decisions that are "not substantialiy equivalent" (NSE), For 
miinufacturers, an NSE dclerinination often represents an inefficient use of time and resources. 
For FDA. NSE determinations require significant Agency resources and time, yet fail to result in 
the marketing of a new product. The following chart shows an upward trend, until mid-201 0, in 
tlu: percentage of 510(k) decisions lliat -w'ere "not siibstainially equivalent" (FsSE). The most 
common reasons that 5 1 0(k) submissions result in NSE detenninations are: lack of a suitable 
predicate device; intended use of the new device is not the same as the intended use of the 
predicate; technological characteristics are different fi’oni those of the predicate and raise new 
questions of safety and effectiveness; and/or performance data failed to demonstrate that the 
device is as safe and effective as the predicate. The vast majority of NSE decisions are due to 
the absence of adequate performance data, sometimes despite repeated FDA requests. 


Tm pleased to report that, consistent with our many improvements to the 510(k) program, this 
long-standing trend is turning around. From a peak of 8 percent in 2010, the NSE rate has 
decreased to 5 percent through the first eight months of 201 ! . 
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Percent of 510(k) Submissions with an NSE Decision per Year 



In addition, we need to ensure that industry meets its responsibility to provide us with 
appropriate data. Poor quality submissions are significant contributors to delays in premarket 
rerdews; these include submissions that do not adhere to ciiiTcnt guidance documents, that 
contain inadequate clinical data (e.g., missing data, or data that fail to meet endpoints), or that 
deviate from the study protocol agreed upon. 


The following chart shows the steep and prolonged increase, since FY 2002, in the percentage of 
51 3(k) submissions requiring an Additional Infonnation (Al) letter after the first review' cycle. 
The increasing number of AI letters has contributed to the increasing total time from submission 
to decision. In over 80 percent of cases, the Al letter w'as sent because of problems with the 
quality of the submission. E.xamples of submission quality problems that result in the increasing 
rate of AI letters include: inadequate device descriptions; discrepancies throughout the 
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submission, e.g., between the indications for use and labeling materials; problems with the 
proposed indications for use; completely missing perfonnance testing data; completely missing 
clitiica! data; and failure to follow the applicable guidance document without explanation. These 
submission quality problems waste FDA and sponsor time and resources and divert FDA 
resources from pending, higher-quality applications. 


Percent of 510(k) Submissions with an Al Letter 
in First Review Cycle per Year 



We are pleased that, in response to FDA calls for improving the quality of preraarket 
submissions, AdvaMed has improved and made more available training courses for its 
companies to help them develop 51 0(k) and PMA submissions that meet FDA standards. 
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Innoxatiun Initiative 

Facilitating medical device innovation is a top priority for FDA, As part of its 2010 and 201 1 
Strategic Plan.s. FDA's medical device center has set goals to proactively I'acililale innovation to 
address unmet public health needs. FDrVs Innovation Initiative seeks to accelerate the 
development and regulatory evaluation of innovative medical devices, strengthen the nation's 
research infrastructure for developing breakthrough technologies, and advance quality regulatory 
science. As part of this initiative, CDRH proposed additional actions to encourage innovation, 
streamline regulatory and scientific device evaluation, and expedite the delivery of novel, 
important, safe and effective innovative medical devices to patients, including: 

• Establishing the Innovation Pathway, a priority review program to expedite development, 
assessment, and review of important technologies; 

• Issuing guidance on leveraging clinical studies conducted outside the United States; 

• Advancing reguiatory science through public-private partnerships; 

• Facilitating the creation of a publicly available core curriculum for medical device 
development and testing to train the next generation of innovators; and 

• Engaging in formal horizon scanning — the systematic monitoring of medical literature and 
scientific funding to predict where technology is heading, in order to prepare for and 
lespond to transfonnative, innovative technologies and scientific breakthroughs. 


17 
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A public docket has been set up to solicit public comment on the Innovation Initiative proposals, 
and a public rneetitig on tlie topic took place on March 15, 201 1. In the near future, FDA will 
announce actions it plans to take under the Initiative. 


Th e Role of Retni l ation in Patient Sa fety 

At we continue to look for ways to improve our ability to facilitate innovation and to speed safe 
and effective products to patients, we must not lo.se sight of the benefits of .smart regulation, to 
the industiy, patients, and society. Medical device regulation results in better, safer, more 
effective treatments and world-wide confidence in, and adoption of, the devices that industiy 
produces. 


Ws at FDA see daily the kinds of problems that occur with medical devices that are poorly 
designed or manufactured, difficult to use, and/or insufficiently tested. For example, we 
received an IDE, or request to initiate a clinical trial, for the PleuraSeal Lung Sealant System, 
wliioh was indicated to prevent Persistent Air Leaks (PALs) resulting from lung surgery. The 
IDE was designed to test whether the device would help to seal an incision in the lung belter than 
the standard of care — i.e,, stitches — alone. The company began marketing the device outside the 
United States for prevention of PALs in November 2007, and then began its clinical study to 
support approval in the United Slates. Midway through the study, it was apparent that three 
times more patients who received PleuraSeal had poor outcomes (PALs) as compared to patient.s 
whose inci.sions were closed using standard tecliniques. This showed that PleuraSeal was not 
effective in preventing PALs after lung surgery. Subsequent to discovering these results, the 
manufacturer announced a worldwide recall of all PleuraSeal lung sealant systems, PleuraSeal 
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was removed from the market in lire El) and the IDE was witlidrawii, Tliis dcx ice was iievei' 
approved in the IJ.S. 

As niiotlier example, an tibdomiiial aortic aneurysm (AAA) is caused by a weakened area in tlie 
aorta, the main blood X'cssel that supplies blood from the heart to the rest of the body. When 
blood Hows through the aoifa, the pressure of the blood against the weakened wall cause.s it to 
bulge like a balloon, 

FDA received the first IDE, or request for approval of a clinical trial, for an ,A,AA stent graft in 
1994. Premarket problems were identified during clinical testing related to delivery and 
deployment, stability of fixation and structural integrity of these devices. As result ofthe 
findings ofthe .studic.s. FD.A required study suspension, redesign, or initiation of new s'ludies for 
nine AAA stent grafts. 

AAA Stent Grafts were marketed in Europe as early as 1997, and were put on the market there 
without the support of clinical studic.s as is required in the U.S, Postmarkel reports identified 
serious problems with the devices on the EU market, including late rupture of the aneurysm, 
persistent leaks, continued AAA enlargement, graft obstruction, fracture, migration and kinking. 
Six devices have been peniianently discontinued in the El) due to complications, and three were 
redesigned .and reintroduced. 

The .Aptus AAA stent gi'aft incorporated an innovative .staple technology that prevented the graft 
from migrating following implantation. However, patients developed blood clots in their arms 
and legs after enrollment in a IkS. -based pivotal clinical trial in February 2009. The problems 
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wei'e luit predicted by precliiiical testing. ’I'he Aptus .AAA stent graft is approved in the HU and 
is not approved ibr intirkctiiig in the United State.s. 

There are cuiTCiitly si.v .A.AA Stent Grafts on the U.S. market. None lias been withdrawn from 
the U.S. market due to these failures. 

Outside the United States, pressure is growing toward greater premarket scrutiny of medical 
devices, .A recetit repoil" concluded that “For innovative high-risk devices the future EU Device 
Directive should move away from requiring clinical safely and ■■performance'' data only to afso 
require pre-market data that demonstrate “clinical efficacy." and "The detdee industry should be 
made aware of the growing importance of generating clinical evidence and the specific expertise 
this requires.’" 

The European Society of Cardiology (ESC) recently issued a “ease for reform" of the Euro))ean 
medical device regulatory system :ind tlieir reconimemlalions included creating a unified system, 
stronger clinical data requirements, ;ind more accountability for notified bodies."'' The ESC cites 
exanqiles of many different cardiovascular technologies that were implanted in patients in the 
ELI that were then proven to be unsafe and/or inelTeclivc through clinical trials required under 
the U.S. system and removed from the European market. A recent article in the British Medical 
.loiima! discusses the opacity ofthe European medical device regulatory system, with regard to 
access to decisions regarding device clearances." The article cites the FDA system’s 


’ Belgian licaitli Care Kiiowledgc Centre. ’*Thc Pi-e-markct Clinical Evaluation of Innovative High-risk Medical 
Devices.” KCB Reports 158 (201 I ) at p. vii, avaiiable at //o'/.'.b.-ii u ki. r./iitu hi -iiiJi \ cu.ii^nx ',s6A’/.7 ^ _VlV) 7. 

' See "Clinical evaluation ol' cardiovascular devices: principles, problems, and proposals for European regulatory 
rePormf Fraser, et a!.. European Heart Journal. May 2011. 

" Sec "Medical-device recail.s in llie UK and (he device-regulation process; retrospective review of safety notices 
and alerts." Heneghan. et al.. British Mc'dicul JounuiL May 201 1. 
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transparency as liclping physicians to make informed decisions on which devices to use and 
givinu patients access to information on devices that will be used on them. 

Additionally, a report released by the Belgian Health Care Knowledge Centre' calls upon the 
Huropean Commission to implernent reforms to make tlic Eli review process for high-risk 
devices more like that of the United Slates. 


CONCLUSION 


Mr. Chairman and Members of the Subcommittee, 1 share your goal of smart, streamlined 
regulatory programs. The Department's plan for regulatory reform under President Obama'.s 
Executive Order will heighten and maintain the focus on this important principle. Thank you, 
for your commitment to the mission of FD.A, and tlie continued success ol'our medical device 
Itrogram, ViTiich helps get safe and effective technology to patients and practitioners on a daily 
basi.s, I am ha]tpy to answer questions you may have. 


' See "The jire-neirkei cliiiieal cwiluatioii of innovative high-risk medical devices."' KCI' reports i ,s8C. Belgian 
Health Care Knowledge Centre. 301 1. 
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Mr. Stearns. I thank you, Dr. Shuren. 

Just so there is no lingering uncertainty with respect to 
Medtronic Sprint Fidelis approval that was discussed on the first 
panel, I think you were here to listen to that, was the Medtronic 
device at issue approved as a 510(k) as Dr. Curfman stated in his 
testimony? 

Mr. Shuren. No. 

Mr. Stearns. Well, then that and other factual inaccuracies that 
also included in Dr. Redberg’s letter to Ranking Member Waxman, 
which is attached to the Democrats’ supplemental memo, throws 
into serious doubt Dr. Curfman’s and Dr. Redberg’s conclusions. I 
ask the gentlelady, does the minority still wish to include that sup- 
plemental memo in the record? 

Ms. DeGette. Yes, it has already been included. 

Mr. Stearns. OK. We just wanted to establish that. 

Dr. Shuren, you have been at the FDA not just the 2 years in 
this present position, how many years were you before that? 

Mr. Shuren. I first started in 1998 but I also worked over at the 
Medicare program, and I came back in 2003 and had been there 
since then. 

Mr. Stearns. So that is 8 years from 2003, and before that how 
many years were you there? 

Mr. Shuren. About 

Mr. Stearns. Two? 

Mr. Shuren. Approximately two. 

Mr. Stearns. So our records show you actually have been there 
10 years. Would that be a fair statement? 

Mr. Shuren. That would be a fair statement. 

Mr. Stearns. OK. And I think in your opening statement here, 
you say that the FDA needs to take steps to improve predictability, 
consistency and transparency. So the question is, since you have 
been there 2 years, I guess rhetorical, why hasn’t all that been 
done, and maybe more specifically, your comment that FDA needs 
to improve management oversight and standard operating proce- 
dures, and I guess the question is, since you have been there for 
2 years have you done that? 

Mr. Shuren. So the answer is yes, we have actually already 
started to make improvements. When I first came in, there were 
a lot of questions from different sides about were the programs not 
working well, were we too risk-averse. Others were saying we are 
too risk-permissive. And what we said we needed to do is a thor- 
ough assessment of the programs first, understand the problems, 
identify the root causes, and then determine the appropriate solu- 
tions. That is what we spent much of 2010 doing. We went around 
the county to hear from different people, not just asking people to 
come to us but our going out to them, and that is what is contained 
in our two reports. We put out the recommendations of what we 
would do, and we wanted to get public input first to make sure we 
were doing what was right before we proceeded, and in fact, we 
had heard from industry and even some in Congress, please don’t 
rush into making changes, we want to make sure you finish your 
process first. 

So we did that, but we moved quickly so that we could wrap up 
and start putting improvements in place, and one of them already 
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set up is the center science council that I mentioned. This is a body 
of our senior managers and experienced scientists, and to them are 
brought some of the important issues to be decided by the center. 
For example, where in the past a decision to 

Mr. Stearns. Would it be fair to say what you are talking about 
is what you intend to do? 

Mr. Shuren. No, no, no. The center science council is already set 
up. 

Mr. Stearns. OK. Let us say all the things you said are good 
things. You heard Dr. Fischell, didn’t you, in which he said the 
“FDA’s device center over the past few years is the worst I have 
experienced in 42 years,” so then I asked him to narrow it down, 
is it 4 years ago, 5 years ago, the last 2 years. He indicated, as you 
heard, it is really under your watch. Isn’t that what you heard 
from him? 

Mr. Shuren. That is what I heard from him but 

Mr. Stearns. So we both agree, that is what he said. So under 
your watch, here is a very competent inventor of the United States 
award 200 patents in Europe and the United States, he said it is 
the worst experience he has seen in 2 years. Do you agree with 
him? 

Mr. Shuren. No, I don’t think we are the worst in terms of run- 
ning the center. I do think in terms of performance, we have seen 
performance worsen. 

Mr. Stearns. So performance has worsened in the last 2 years? 

Mr. Shuren. No, it has but it started before then. If I could 
show, actually I can show you the data if you would like to see it. 
First off, if you would just go to chart number 4. 

Mr. Stearns. So he is saying in his opinion, it is worse. You are 
saying in a sense that it has been bad but it is not the worst. 

Mr. Shuren. Well, what I 

Mr. Stearns. Would you agree the last 2 years are bad? 

Mr. Shuren. What I would like to explain is that performance 
has gotten — I think some things are actually now starting to im- 
prove. For example, if you look at the chart here, this is for 
510(k)s. When we have deficient applications or we have questions, 
we send out what is called an additional information letter. If you 
look at the chart here, the percent of 510(k)s that we are sending 
letters out on actually started to increase in 2002. If you next put 
up the chart for number two, you actually see our performance on 
510(k)s over time, and what I want to lay out for you is that there 
have been issues here going on many years that have been increas- 
ing. 

So what you will see on the chart here is our average time for 
a decision. The top line is what we call total time. This is the time 
it takes FDA and the time it takes industry. The middle line is 
FDA’s performance. The bottom line is industry time. What you 
will see here is that starting in 2005, total time is going up. In fact, 
if you overlaid even our first chart, which you don’t have to do, but 
from 2002 recall those letters going up. Now watch industry time 
going up and then followed after it while our performance started 
to improve, total time goes up. If you look at the very end and the 
numbers at the end are not done yet, the applications we are look- 
ing at the very end shows 2010. 
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Mr. Stearns. So in your opinion, things are changing? That is 
what you are arguing? 

Mr. Shuren. That is what I am trying to say. Things are start- 
ing to change. We have a long way to go. 

Mr. Stearns. Long way to go, but you do admit that the last 2 
years have been not as, shall we say, competent and 

Mr. Shuren. No, I wouldn’t say that. I think for some indicators 
in terms of times, those numbers 

Mr. Stearns. Let me get to this quote here. Is FDA Commis- 
sioner Hamburg your boss? 

Mr. Shuren. Yes. 

Mr. Stearns. You have said that the level of criticism the device 
center has received has only compounded the problem. FDA Com- 
missioner Hamburg, however, acknowledged last week that “much 
of the criticism was deserved.” Has Commissioner Hamburg ex- 
pressed this concern to you? Yes or no. 

Mr. Shuren. Yes. 

Mr. Stearns. If so, when did she give you that criticism to you? 

Mr. Shuren. For over the past year, we have been aware of 

Mr. Stearns. So she has criticized for the last year to you. Is 
that correct? 

Mr. Shuren. What she is conveying is the criticism she has 
heard from others and that she and I both agree with, that many 
of the concerns raised are accurate. 

Mr. Stearns. Did she specifically tell you to do something about 
it after she gave this criticism to you? 

Mr. Shuren. I started to do something about it from the day I 
hit the center. I had heard of these and known about the problems 
before I ever took on my job, and one of the very first things I did 
when I started was to announce, we need to look at this. In fact, 
when I first started the job, I was acting. I didn’t know I would be 
permanent, and I told the commissioner, look, if you are going to 
give me this job, I am not going to be here and just be a guardian, 
there are things we need to do and this is one of the things we 
need to do, we need to get to the bottom of what the problems are, 
and I asked permission to do that and was told yes, you can pro- 
ceed — 

Mr. Stearns. I think my only concluding comment is that from 
our perspective, it looks like you are on the go right now but you 
weren’t necessarily on the go 2 years ago, and we have this lag of 
which Dr. Fischell has talked about and which a lot of our people 
in the first panel just complained about, and so you heard them. 
So my time is expired. 

The gentlelady from Colorado is recognized for 5 minutes. 

Ms. DeGette. Dr. Shuren, thank you very much, from my per- 
spective, for your patience today with the very, very long day we 
have had. In my short time, I have a lot of ground to cover so I 
want to try to keep this flowing as much as possible. 

It looks to me from the two charts that you put up that the num- 
ber of device applications is increasing. Is that correct? 

Mr. Shuren. The number of device applications has been in- 
creasing. In fact, since 2004, it has increased through 2010 about 
26 percent. 
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Ms. DeGette. And has the staff in your division of the FDA in- 
creased to keep pace with that? 

Mr. Shuren. It hasn’t kept pace with the increase in our work- 
load. If you look from 2007 to 2010, and actually we have a chart, 
number six, it will show the increase in workload is about 27 per- 
cent but we have not had the staff increase for premarket review 
to handle all that work. 

Ms. DeGette. And that is even including the user fees or the 
PDUFA fees that are coming up, right? 

Mr. Shuren. That is correct. 

Ms. DeGette. OK. Now, you said that the 510(k) letters are 
going up. Why is that? Is that because of insufficient applications 
or the increase in applications, or both? 

Mr. Shuren. So we did an analysis of the letters we sent out in 
2010. We looked at about 100 of them and then we looked at fol- 
low-up letters if the manufacturer didn’t respond to all of the defi- 
ciencies. The causes for those letters are multifactorial. In some 
cases, it is our fault. We found that 8 percent of the time when we 
sent out letters, we asked for 

Ms. DeGette. I don’t mean to stop you, so there are a lot of rea- 
sons why the number of letters are going up? 

Mr. Shuren. Sometimes we ask for things we shouldn’t. Other 
times companies didn’t provide information they knew they should 
have provided. 

Ms. DeGette. OK. Now, you heard me say, and you knew this, 
I am the chair of the Diabetes Caucus, and I know that you are 
aware of the guidance that the FDA is working on towards artifi- 
cial pancreas and also towards these low-glucose suspending sys- 
tems that Ms. Sagan was talking about. Are you familiar with 
that? 

Mr. Shuren. Yes, I am. 

Ms. DeGette. Is the agency still on target to have the guidance 
on the artificial pancreas approved by December? 

Mr. Shuren. Yes. 

Ms. DeGette. And can you tell me how the agency is going to 
be working with the manufacturers of both the artificial pancreas 
and also the pump and glucose monitor combinations on both of 
these systems, the artificial pancreas and the low-glucose suspend 
systems? How are you going to be working with manufacturers so 
we can move these issues along? 

Mr. Shuren. So we allow for meetings with the companies before 
they are even at a point to actually 

Ms. DeGette. Is that happening? 

Mr. Shuren. Yes. 

Ms. DeGette. OK. 

Mr. Shuren. We do meet with companies, and when we actually 
deal with the clinical trial, we have set out for an interactive re- 
view so there is a rapid turnaround. In fact, one company right 
now, I just got told by the head of my artificial pancreas group, he 
has spoken with the company five times this week. 

Ms. DeGette. OK. Good. So you feel like we are on track with 
all of those systems. Because that is important to a lot of us. 

Now, beyond diabetes devices, I want to ask you more generally, 
because all of us on this committee on both sides of the aisle are 
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concerned. You know, you heard the first panel, we are concerned 
about all these devices. What other actions is the FDA taking to 
improve device review and safety? 

Mr. Shuren. So to get the program back on track, we need to 
have clearer policies. We need to put clarification of what compa- 
nies need to do and our expectations. We need to train our people 
and to have training to industry. We need to have the procedures 
in place in our center to make sure that the decisions are made at 
the right level so that we make the right call. 

Ms. DeGette. And do you think that your staff has sufficient 
training or could they need more? 

Mr. Shuren. Oh, they do need more. 

Ms. DeGette. And is that going to require adequate funding? 

Mr. Shuren. We will need to have sufficient funding, not just to 
have the training but for the people to take the time from not doing 
premarket review so that they can go off and do the training, and 
one of the challenges when you have limited capacity in your staff 
is that they have to pick and choose between do I do the training 
but it is going to take longer on the premarket review and we 
would like to have sufficient number of staff to do the work and 
ensure people can do the training and ensure that they can develop 
the guidance documents which are so helpful to industry. 

Ms. DeGette. Now, you heard Dr. Fischell’s idea on the first 
panel of just having peer review by people in the field like putting 
three people on. What is the FDA’s position on that? 

Mr. Shuren. I think the FDA still has responsibility to review 
those applications but we need to make far better use of outside 
experts, which is why we are setting up four of these networks of 
experts so we can go out to people who understand the new tech- 
nology, experts in the field, and try to answer important scientific 
questions. We will never and can never and should not expect to 
have all the expertise in house but we need to have sufficient ex- 
pertise in-house so we can reach outside and have the right kind 
of conversations to learn from those outside experts. I am a neu- 
rologist. I can talk to another neurologist. You are not going to 
send me out to talk to an orthopedist 

Ms. DeGette. OK. Thank you. Doctor. 

Mr. Stearns. Dr. Burgess is recognized for 5 minutes. 

Mr. Burgess. Submit for the record that no one can talk to an 
orthopedist. 

Mr. Shuren. My brother is an orthopedist, and I agree with you. 

Mr. Burgess. Dr. Shuren, you have been very good to speak to 
me several occasions about some of these problems, and we have 
talked about some of the issues regarding the FDA’s regulation, 
your regulation of laboratory-developed tests. Of course, we already 
have the GLIA structure in place that does that regulation cur- 
rently. If we are going to talk about improved safety standards, 
about thousands of new tests and many more coming down the 
pipeline, how do you propose that FDA, if it going to take on this 
task and take it away from GLIA, how do you propose to be able 
to do that with all the other stuff that you have got to do? 

Mr. Shuren. Well, first off, GLIA doesn’t get to the oversight of 
the tests, it gets more to the quality of the laboratory and the abil- 
ity of a laboratory to perform those tests, whereas the FDA handles 
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the safety and effectiveness of the tests. We have been looking at 
how could we handle that workload if it were to come in, and that 
is why any policy we would put out would be phased in over time 
to try to address incoming workload. Secondly, we would be looking 
at leveraging our third-party review program we already have to 
help on reviewing some of the lower-risk devices, and in addition, 
we look at some of the tests to say with experience, maybe we don’t 
need to look at them premarket, we can down-classify them, and 
in fact, just the other week, we down-classified 30 devices that we 
no longer will be asking for premarket review on. 

Mr. Burgess. I appreciate you being here while we heard the 
testimony from all the panelists because I do think it was impor- 
tant that you hear that. I mean, this is the type of thing that we 
hear in our offices or I hear in my office week in and week out — 
we have got this thing, we have got this stuff, we have got this test 
and it has been in the pipeline for 3 years, 5 years, 17 years and 
we are no closer today than we were when we started. So I think 
it was important that you heard and felt some of that frustration. 
And you and I have talked about some of these things specifically 
in the past. At some point I would like to know what we have done 
at the FDA to improve that process, but can you give us any idea 
of the volume of work that is there bottled up at the FDA right 
now? 

Mr. Shuren. Well 

Mr. Burgess. If you put everybody at every desk and said no 
holidays, you don’t even get to go home at night until all this work 
is finished, would you be able to get that done? 

Mr. Shuren. No. Actually 

Mr. Burgess. Since the trial lawyer next to me brought it up, 
if this were a plaintiffs firm and this were a product liability suit 
or a class action suit, they would have no trouble sifting through 
a whole basement full of data, digitizing it and getting it available 
to their attorneys in a relatively short period of time. They would 
hire enough people to get that done because it would be important 
to them, and what it suggests to me is, this is not important to the 
FDA. 

Mr. Shuren. No, it is important to us, and if I had the ability 
to hire more people, I would do so. And we can push our people, 
I can chain my people to their desks 24/7, but it is not like I have 
one case before me. I have a growing workload and it doesn’t go 
away. 

Mr. Burgess. Now, Mr. Waxman brought up the issue of funding 
but it looks like from the information that we have with the user 
fee tax that it out there that your funding has significantly in- 
creased over time. So Dr. Sharfstein said he had plenty of money 
when I asked him that question a year ago. Are you telling us dif- 
ferently today? 

Mr. Shuren. I think — and I am very happy to go back to the 
record. I think what Dr. Sharfstein was saying is that resources 
along was not enough to handle it, and I think it was the context 
of globalization, but we do need adequate resources, but let me be 
clear. Resources are not the only thing at issue. There are a lot of 
things at the center that need to be fixed. We know what the prob- 
lems are, we know what to do, and we are on it. We are already 
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making changes. There are some things we have to work with with 
industry on. We need to get the data that they are supposed to 
send to us, and we are already in discussions with industry about 
that. In fact 

Mr. Burgess. I am going to have to interrupt you because I am 
going to run out of time, but I don’t think there is any question 
the device times have significantly increased, the approval times 
have significantly increased. I am glad to hear you say it is not just 
solely due to funding, but we have to improve. 

Now, Michael Mandel was here on our panel earlier. He was 
from the Progressive Policy Institute, and he had a story to tell 
about this MelaFind, and do you think that the FDA was impeding 
the implementation of being able to use this device that he was de- 
scribing? 

Mr. Shuren. I think in the case, there were issues with the data 
that was sent to us. What we are doing now is going through the 
data provided, and keep in mind, the manufacturer then more re- 
cently a few months ago changed the indication they were looking 
for. We are trying to see, does the data support what the manufac- 
turer would like to do or something close to it, and if so, then we 
would approve that device. 

Mr. Burgess. But the fact remains that it has taken so long, and 
the rules seem to be changing. Is the FDA causing us to lose our 
edge in the development of these new devices? 

Mr. Shuren. I think the FDA needs to do a better job to ensure 
that we keep our edge as the world’s leader in medical device inno- 
vation. 

Mr. Burgess. Thank you, Mr. Chairman. I will yield back. 

Mr. Stearns. He asked you, do you think we are losing our edge. 
Just yes or no. 

Mr. Shuren. I don’t think we have lost our edge. I think if there 
are steps we don’t take, we are at risk for losing it in the future. 

Mr. Stearns. Thank you. And the gentleman from California, 
Mr. Waxman, is recognized for 5 minutes. 

Mr. Waxman. Thank you very much. 

Dr. Shuren, I want to ask you about a statement that Advanced 
Medical Technology Association, known as AdvaMed, the medical 
device industry trade association, issued today. I would like to ask 
that this statement be made part of the hearing record, Mr. Chair- 
man. 

AdvaMed is the leading device industry trade group. According 
to their Web site, their members produce 90 percent of the medical 
devices sold in the United States. Here is what AdvaMed had to 
say: “The medical technology industry has long recognized that a 
strong and well-functioning FDA is vital to maintaining America’s 
preeminence in the medical technology innovation and we support 
the current regulatory framework in the United States.” Do you 
have any reaction to this statement? 

Mr. Shuren. I am glad to hear it. Actually, recently I was in a 
meeting with senior officials from AdvaMed and they had said to 
me that they support the current approval and clearance standards 
for the United States. 

Mr. Waxman. Well, their press release says that “we believe that 
any steps necessary to address the situation can be taken without 
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changing the current robust statutory standards for clearance and 
approval of medical devices.” Earlier today, we were hearing from 
member after member on the Republican side insisting that the 
FDA and the regulatory standards required by the agency for de- 
vice approval are destroying innovation and causing device manu- 
facturers to move overseas. But the leading device manufacturer 
trade ^oup puts out a press release that says the best way to 
maintain America’s preeminence in this area is, and I quote, “a 
strong and well-functioning FDA requiring industry to comply with 
robust statutory standards for clearance.” Now, I assume they don’t 
want the statutory requirements changed, but when they talk 
about a robust FDA, I am sure they are talking about a well-fund- 
ed one. 

I must take exception to the comment that was made if FDA 
really cared, they would hire more people. You are hiring as many 
people, I presume, as you can afford. Isn’t that correct? 

Mr. Shuren. That is correct, and we also suffer from a high 
turnover rate, which makes it so much harder to try to keep up 
with our losses. 

Mr. Waxman. Well, if the Republican budget as proposed passes, 
it would provide a 10 percent cut over $200 million in the FDA 
budgets. Cut of this magnitude would affect every facet of FDA op- 
erations. You have a tough job to do, balancing the desire of manu- 
facturers and patients to get quick approval for devices with your 
statutory requirements to make sure they are safe and effective. I 
think this is shortsighted to make these kind of budget cuts. Do 
you differ with me on that? 

Mr. Shuren. I am deeply concerned that budget cuts would 
cause us to not only lose people but our performance will worsen, 
and that will not be in the best interest of industry, it won’t be in 
the best interest of patients. 

Mr. Waxman. Do you have difficulty attracting the best people? 

Mr. Shuren. We do have a challenge attracting the best people. 
The circumstances are, it is a high workload for people. People get 
burned out. And the pay for our people, particularly our frontline 
managers, doesn’t compare to what they get in industry. In fact, in 
some respects, it is not necessarily even the same for other parts 
in the agency and so we have a very high turnover rate. 

Mr. Waxman. So you have a high turnover rate, you have got a 
difficult balancing job to do. You recognize other internal problems 
that you are trying to deal with in the medical device area in terms 
of, I will say it, culture or inability to move as quickly as we would 
hope they would, and you are trying to address those issues? 

Mr. Shuren. I am. And in fact, these same problems were seen 
in the drug program 10 years ago, same thing in PDUFA where 
they had high turnover rate, there were concerns about slow review 
times, and the drug program was able to get on top of it. I think 
people may have heard Dr. Woodcock the other week testify, talk 
about how now they are so much faster than Europe and there was 
a health affairs article out about it recently and what made it, they 
had to make some internal changes but ultimately the drug indus- 
try got behind the program. They provided additional funding and 
that program took off. In fact, right now the drug program, and I 
am not saying it should be the same size but it is three times the 
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size of the device program. They have five times as many medical 
officers. They get 10 times the amount in user fees, and in fact, 60 
percent of their larger program is supporter by user fees whereas 
20 percent of my smaller program is supported by user fees, and 
that ultimately made a big difference in being successful. I hope ul- 
timately our program is much more successful like the drug pro- 
gram. 

Mr. Waxman. Well, we hope so too, and I hope this hearing will 
lead to a very constructive approach by a Congress that has not 
very well performed so far this year. We have done practically 
nothing. We may not even raise the debt ceiling and allow our 
economy to go over the cliff, and we are telling you how to run an 
agency, but I hope as we do our job and improve in our job per- 
formance that we can help you, not cause more problems for you. 

I see my time is expired and I yield back, Mr. Chairman. 

Mr. Stearns. The gentleman’s time has expired. The gentleman 
from Nebraska is recognized for 5 minutes. 

Mr. Terry. Thank you. Dr. Shuren, and I appreciate that you 
have outlined some of the areas that you have identified as needing 
improvement, so I appreciate that you are willing to do that. Lisa 
Jackson is much more fun that you are, frankly, up here. At least 
she fights with us instead of coming and recognizing that there are 
issues and problems that need fixing. 

Mr. Shuren. I save it for my wife. 

Mr. Terry. We share something. 

But on the money part, let us start with that, and then I want 
to tag along on what Diana was talking about with some of the ar- 
tificial pancreas and how we can work through it maybe even fast- 
er, but as I understand from a Congressional Research Service re- 
port, funding from 2008 to 2010 increased 35 percent for the med- 
ical device review process. So it has gone from in 2008 $275 million 
to $368 million. So I find it hard to really grasp that the 2-year 
period that we are talking about, funding was increased, delays in- 
creased, problems occurred and it is all related to the lack of 
money. So my question to you is, the 2 years you have served 
there, there has been an increased of dollars, you have had a turn- 
over. Is the turnover related to pay? 

Mr. Shuren. Turnover is related to pay and to workload. I will 
say in terms of the funding we got — and I haven’t seen that report 
to look at percentages — ^but we did get increased appropriations 
from Congress. Congress also tells us how that money should be 
used, and that money predominantly was directed towards 
postmarket safety and globalization, some science. We really didn’t 
get the big boost for premarket review. We did get an increase in 
user fees, which we focused on premarket review, and if you are 
talking about the years 2008 to 2010, the enacted user fees that 
we can get in 2008 were for my center, $26.6 million, and they 
went up to $32.8 million in 2010. So between those two years, I 
had about an increase in $6 million in user fees, enacted user fees, 
and those while I have been on the job, and recall, I came in in 
late 2009, so I am dealing with money coming in for 2010, I tried 
to direct more money to premarket review. Twenty eleven was a bit 
of a challenge because, as you know, I understand the challenges 
you all go through. 
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Mr. Terry. Oh, that is right. We did pass a budget, didn’t we? 
It is the Senate that hasn’t. 

Let me get to the low-glucose suspend systems and artificial pan- 
creas. Do you know how long those have been before the FDA med- 
ical devices for approval? 

Mr. Shuren. Well, there is no true artificial pancreas. No one 
has developed it. There is nothing commercial. The low-glucose sus- 
pend, the company has come to us, I believe, and this is my under- 
standing from my staff, but I believe it is just been in the past 
year, and we have been working with them to get up to do the 
studies they need and ultimately, hopefully if things turn out right, 
then approve it and have it on the market. 

Mr. Terry. And the process that has been there for a year, what 
information is required at this stage? 

Mr. Shuren. So at this stage is to show it is safe and effective. 
The device is available in other countries, but from what we were 
able to see and particularly in Europe, it wasn’t approved for the 
low-glucose suspend. It has that as a feature but it is not in its in- 
dications for use, and then we asked, did you do any of the prospec- 
tive clinical studies to show that that feature works, and they 
hadn’t. They didn’t need to do that for Europe, so that is what we 
are asking for here in the United States. 

Mr. Terry. All right. 

Mr. Shuren. And I would like to see such a device out there, and 
I will tell you, the head of my artificial pancreas group, he is a type 
1 diabetic. He has said to me, if we have something out there that 
worked that was safe and effective, he would use it. 

Mr. Terry. In my last 30 seconds, what do we need to do to get 
this done? You have got the JDRF out here, others that are listen- 
ing. What is necessary right now? 

Mr. Shuren. So right now, we need to get the next guidance out 
there. We need to finalize the one we put out on low-glucose sus- 
pend. We need to get the next one out on artificial pancreas. That 
will be out on December 1. In the best of all possible words, I 
would be able to beef up and have a stronger staff to focus on this. 
We deal with so many disease disciplines that we don’t have 
enough of the people to do all of that work, and I will tell you in 
the case of this guidance that we just put out, I actually pulled 
endocrinologists from my other centers and asked them, would you 
be willing to give up your time on reviewing drugs and biologies to 
help us out on this just so we have the capability to get it done 
as soon as possible. 

Mr. Terry. My time is up. 

Mr. Stearns. The gentleman’s time is expired. The gentleman 
from Michigan, Mr. Dingell, is recognized for 5 minutes. 

Mr. Dingell. Mr. Chairman, I thank you. 

Would you please submit us a list of measures you are taking to 
improve the consistency of the review process, please? 

Mr. Shuren. Yes. 

Mr. Dingell. How many FTEs in your center work on device re- 
view? 

Mr. Shuren. The device review process under our user fee pro- 
gram is 949 FTEs as of 2010. 
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Mr. Dingell. In your tenure at the center, have you witnessed 
a high turnover among the review staff? Yes or no. 

Mr. Shuren. Yes. 

Mr. Dingell. What is your turnover rate? Would you submit 
that for the record, please? 

Mr. Shuren. Yes. 

Mr. Dingell. Amongst the review staff currently employed by 
FDA, what is their average tenure in that position? Please submit 
that to the record. 

Mr. Shuren. Yes. 

Mr. Dingell. Now, as I am sure you are well aware, the House 
recently passed H.R. 2112, the fiscal year ’12 agriculture appropria- 
tions bill, which would cut the FDA budget by roughly 11 percent, 
or $285 million. Please submit for the record what is the result of 
that on your efforts to improve the handling of new permits for the 
devices that we are talking about. Would you do that, please? 

Mr. Shuren. Yes. 

Mr. Dingell. Now, if the proposed cuts to the FDA budget in- 
cluded in H.R. 2112 are enacted, will FDA have to lay off employ- 
ees? Yes or no. 

Mr. Shuren. Yes, there is a likelihood we may have to lay off 
employees. 

Mr. Dingell. How many will have to be laid off? Will you submit 
that for the record, please? 

Mr. Shuren. Yes. 

Mr. Dingell. And I want that. I don’t want it strained through 
0MB. I want that delivered to this committee. 

Now, will the proposed cut jeopardize the number of review staff 
that FDA is able to employ at the center? Yes or no. 

Mr. Shuren. Yes. 

Mr. Dingell. By what order of magnitude? Submit that for the 
record, please. 

Mr. Shuren. Yes. 

Mr. Dingell. Will the proposed cut have a detrimental impact 
on any efforts to improve reviewer training at the center? 

Mr. Shuren. Yes. 

Mr. Dingell. Now, I would note that one of the complaints that 
my office consistently receives is that medical device approval proc- 
ess has a certain inconsistency from reviewers at the Center for 
Devices and Radiological Health. Have you taken steps to improve 
reviewer training? Yes or no. 

Mr. Shuren. Yes. 

Mr. Dingell. Would you please define what those are for the 
purposes of the record? 

Mr. Shuren. Yes. 

Mr. Dingell. And would you also submit to us, please, what 
steps you are taking to improve the capability of your reviewers 
there? 

Mr. Shuren. Yes. 

Mr. Dingell. Now, there are some areas of improvement in the 
current medical device approval process but I would ask my col- 
leagues here, does anybody remember the Daikon Shield? Anybody 
around here? Well, 3 million American women used that device. 
They were assured it was safe in the early 1970s. Yet the result 
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was widespread cases of pelvic inflammatory disease, spontaneous 
abortions, ectopic pregnancies and infertility. I was here when this 
committee created a medical device law in 1976 at the urging of 
my good friend, now deceased. President Ford, a Republican. 

So is there anybody around here that wants to return to what 
President Ford called the horse and buggy days of device regula- 
tion? Do you want to do that? 

Mr. Shuren. No. 

Mr. Dingell. Now, I want to remind everybody here that first 
of all, we face huge risks. We talked earlier about pharmaceuticals 
that kill people and cause children to be born with flippers, but I 
would like to have you tell us what you have found to be your expe- 
rience with the money that you have gotten in terms of having 
your staff financed in good part by the funding of your agreements 
with industry for paying for the cost of that. Would you submit 
that for the record, please? 

Mr. Shuren. Yes. 

Mr. Dingell. And I would ask you to just tell us yes or no, are 
you more able to provide the services that you need to do now that 
you have that particular program? 

Mr. Shuren. Yes. 

Mr. Dingell. And of course, that is true in the case of pharma- 
ceuticals, is it not? 

Mr. Shuren. Yes. 

Mr. Dingell. Mr. Chairman, I thank you. 

Mr. Terry [presiding]. Thank you, Mr. Dingell. 

Mr. Bilbray, you are recognized for 5 minutes. 

Mr. Bilbray. Doctor, the gentleman from California was pointing 
out that, you know, you could have been facing a 10 percent cut 
in your budget. Are you aware that venture capital in medical de- 
vice research is down almost 40 percent? That is about 30 percent 
more than the reduction of other venture capital in high tech. 

Mr. Shuren. I don’t know the actual figure right now for invest- 
ment. 

Mr. Bilbray. Would you have any explanation of why those in- 
vestors who traditionally went to research in medical devices would 
have such a large reduction in proportion to maybe those who are 
investing in other high-tech devices that don’t relate to medical? 

Mr. Shuren. What I can say in terms of what I have been told, 
and told by industry or industry reports, it is multifactorial. I 
mean, one is with the global recession, venture capital investment 
went down across the board, and the VCs have become more risk- 
averse. They are looking for investing in technologies that are fur- 
ther along in development. At the same time, there are some things 
on our end. 

Mr. Bilbray. OK. What 

Mr. Shuren. Insufficient 

Mr. Bilbray. Go ahead. 

Mr. Shuren. I was going to say, insufficient predictability from 
FDA is something that can also 

Mr. Bilbray. Because that is a huge gap, 30 percent between 
venture capital for an iPhone as opposed to venture capital for a 
melanoma scanner is a huge gap, and you do say that you think 
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that the regulatory oversight is one of the major — or a major prob- 
lem that we need to address with that discrepancy? 

Mr. Shuren. Well, I think having sufficient predictability is an 
issue we need to address regardless. I mean, when I looked at VC 
investment, and like I said, it was down, some of the figures from 
2010 showed that devices were still the fourth leading area for in- 
vestment and had held that way, but I do understand from the VCs 
and I do take this seriously that if we can improve predictability, 
we can lead to more investment in device technology. 

Mr. Bilbray. OK. Let us talk about a device that was brought 
up in the testimony and, you know, there is a lot of people that 
don’t want their devices or their items brought up because they are 
concerned about it affecting their review process, which I think is 
a concern in itself, but we are not here to talk about that. We are 
talking about something that was brought up in the first panel, 
and that is this remote scanner for melanoma. When we are facing 
a situation with 3 percent annual increase, annual increase on 
child melanomas, 8,700 people die a year from this, that we have 
a device that may be practical for a general practitioner to use to 
detect melanomas that may not be following the regular descrip- 
tion, why was that device basically denied the ability to go through 
a review process, a review panel? 

Mr. Shuren. The decision the first time around not to have the 
device go to the advisory panel was wrong. The staff made the 
wrong call. It should have been allowed to go to the advisory panel. 
It eventually was. It was supported. It was a very slim margin. It 
was 8-7. We went back 

Mr. Bilbray. How much of a delay did that put in? 

Mr. Shuren. I don’t know. 

Mr. Bilbray. Let me just say this. And I don’t blame you. I just 
blame that — I hope both sides of the aisle understand that some of 
us that have worked in government long enough understand, there 
is an inherent problem with bureaucracy, and just accept it. It is 
just one of those things. There is a problem with capitalism but 
there is a problem with government bureaucracy, and that is, it is 
too comfortable to say no. It is too comfortable to show up to the 
office and go through basically review stuff, and there is not the 
push or the uncomfortable getting something done that you may 
get at a different angle, and Doctor, the challenge is, what is the 
accountability to the people who said no and how long was this 
delay, and I will say this. If you take how many months, and I will 
challenge how many months, that this device was slowed down, 
how many people died during that period in the United States from 
melanoma that could have been avoided possibly if not just der- 
matologists but general practitioners had the ability to detect this 
down the line, and how do we get the bureaucracy to understand, 
this is not about time and it is not about money, it is about people’s 
lives. 

There was a comment made this morning about the delay. Who 
was the doctor who was over in the corner, Mr. Chairman? 
Fischell. He made the comment that the delay of a few months is 
not that big a deal when you consider the life span of a drug or 
a device, OK? Would you agree with that statement? 

Mr. Shuren. Yes, I do. 
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Mr. Bilbray. See, my problem is, the people down the aisle were 
saying the life span of a device, how about the life span of a pa- 
tient, and a couple months, 10 months, 12 months delay, when you 
talk about a 12-month delay, how many? Is there 8,700 people that 
are not going to be detected in this country because we didn’t get 
a device out to the general practitioners that might have been able 
to use it? That is the kind of concern I would like you to transfer 
to your rank and file that every day they say no, every day they 
say let us study it a little more, that may be the cause of people 
dying because there are two ways of killing somebody in medicine: 
improper triage and denying proper triage. And the people that say 
no are just as liable, but you don’t read about it, and I will just 
close with this. 

You don’t read about those things, you read about the chairman 
emeritus talking about a morning sickness medicine in the 1950s 
that caused birth defects, and we all talk about that. We don’t talk 
about in the 1980s when there was a morning sickness medicine 
driven off the market and people died because that was driven off. 
Nobody hears about those people that died from not having access 
to a product. We only hear about those that die because of inappro- 
priate, and the balance needs to be there. Dr. Shuren. 

Mr. Shuren. And let me say first off from my people, they will 
actually get more grief for taking too long, being too conservative. 
We are looking at review times, and quite frankly, if things are 
moving along quickly, there aren’t issues. When they are moving 
slowly, that is when management is coming back and saying we 
have a problem, and that is when staff get more grief actually. And 
in terms 

Mr. Terry. Thank you. 

Dr. Green — Dr. Green? I just assumed. 

Mr. Green. I am just an old city lawyer. 

Mr. Terry. Juris doctorate, the best kind. Right, Mr. Burgess? 
The gentleman from Texas, you are recognized for 5 minutes. 

Mr. Green. Thank you, Mr. Chairman. 

First of all, I want to reiterate and associate myself with the 
comments that our ranking member on the studies and how impor- 
tant the work on the artificial pancreas is, and hopefully the time 
frame that I am seeing will be met by December, and 245 Members 
of Congress actually urged the agency to consider the draft guid- 
ance, so hopefully we will meet those deadlines. 

Dr. Shuren, I note that in testimony at other hearings on the 
same topic, you stated that delays in the device reviews and de- 
clines in FDA performance are due to poor quality submissions 
from the medical device industry. While I agree with you that not 
every submission is created equal and there are certainly some 
variations in quality, I find it hard to believe that the dramatic 
growth we have seen in review times for both PMA devices and 
510(k) devices can be fully explained by the sudden decline of the 
quality in submissions. What other factors explain the dramatic in- 
crease in the review times? 

Mr. Shuren. So I agree, that is not the explanation, complete ex- 
planation for everything. Some of it is fault on our end, when we 
ask for things we shouldn’t ask for, and as I mentioned, that is 
about 8 percent of those letters we send out, so about 5 to 6 percent 
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of the 510(k)s we are asking for things we shouldn’t ask for, so we 
are putting in procedures to actually make sure that doesn’t hap- 
pen because it should never happen, but we do have companies 
who are submitting applications that are deficient. I am talking 
about big concerns where we put out guidance document, it has 
been out for years, and says exactly what to do, and the company 
doesn’t do it and doesn’t provide a justification not to do it. 

At the same time, we also need to have better clarity on expecta- 
tions. I would like to have more guidance out there. We know when 
there is guidance, you are more likely to get your device cleared 
and cleared quickly, but we need the capaMlity to do that. I need 
a core team of writers and I need sufficient number of experts to 
do the reviews and do the guidances and get them out quickly. 
That can make a big difference. 

Mr. Green. And you don’t have that ability right now? 

Mr. Shuren. We do not have sufficient ability. 

Mr. Green. Is it just based on funding? I know others members 
have asked questions about that. 

Mr. Shuren. It is funding. To the extent we can make our own 
systems more efficient, we are doing that. We are doing what we 
can with what we have. We can do more if we have more, and we 
can do it right. 

Mr. Green. What some of us are hearing, particularly medical 
device companies are saying there is a lack of consistency and pre- 
dictability in the process and sometimes the rules change in mid- 
game, and believe me, the FDA would not be the only federal agen- 
cy that does that. I can talk about a lot of agencies. Certainly it 
is hard to put a quality submission together, but is that also a 
problem that sometimes once a submission is made, like you said, 
you may be requesting information that you don’t really need or do 
the rules actually change once somebody submits? 

Mr. Shuren. Sometimes the rules change and it is justified, 
there is a new safety concern and we go back to the company and 
say we have new information and based upon that we need addi- 
tional information, or based on the company’s own data, we have 
found a problem and we send them back. What we are now insti- 
tuting is, when the rules of the road change and they need to 
change quickly where we can’t take time to get public comment be- 
cause of major public health concerns, we are now going to put out 
a notice to industry to say things are changing, here is why and 
get it out quickly, where before companies wouldn’t find out until 
they came in the door with their submission and they wasted their 
time and effort when they could have been notified earlier, and we 
are fixing that. 

Mr. Green. I guess just the certainty and consistency, that is 
what anybody wants. 

I have heard you say previously that the FDA is meeting its user 
fee goals for 95 percent of the submissions. When I looked at the 
charts from the most recent quarterly update on the medical device 
performance goals, there was an awful lot more goals in the 5 per- 
cent that were not being met, and I know that the 510(k) submis- 
sions account for about 95 percent of the device reviews that FDA 
does each year but all these red boxes where the FDA is not meet- 
ing its user fee goals are concerning to me. I also note that goals 
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aren’t being made, largely the PMA goals. In the previous panel, 
we heard from patients who could not access these breakthrough 
technologies and had to leave the country to get access. What are 
you doing right now to rectify that situation and what steps is FDA 
taking to ensure that patients have access to this cutting-edge 
medical technology? 

Mr. Shuren. So in addition to the actions I already mentioned 
about making these systems more predictable, more consistent and 
more efficient, the other things we are doing are, we need to adjust 
clinical trials in the United States. If we can start clinical trials 
earlier here, we get the technology earlier here, companies then 
keep the technology with our doctors, so we are going to putting 
out a policy soon to actually allow for the first time you give it to 
a patient, to let those studies start earlier than we did in the past 
and to allow for the manufacturer to make changes, to innovate 
and test without necessarily coming back to the FDA. We heard 
this is a big deal for the VCs, it is a big deal for the companies. 
We will putting out that policy. 

The other is being very clear about the factors we take into ac- 
count when we make benefit risk determinations. We had been in- 
consistent in some cases when we do that. We are for the very first 
time going to put out what those factors are. We are going to get 
public comment on it, things like taking into account a patient’s 
tolerance for risk. Serious disease patients are going to be willing 
to tolerate more risk. Serious disease, we may allow for a treat- 
ment, particularly if there is not an alternative out there. That 
guidance will go out. We will require that our viewers go through 
those factors. They lay out what the answers are and they put in 
the record. I consider that so important that actually I chair that 
working group personally. 

Mr. Green. One quick question. I would like to know, we have 
heard a lot of comparisons to the European system and ours. If 
there is a device in Europe that has been approved even with those 
74 or whatever they do, can the FDA assess the success or failure 
of that device in Europe and do you give any substance to the qual- 
ity of any studies that come out of those that are actually being 
used in Europe? 

Mr. Shuren. So we absolutely will use data from Europe or from 
other countries. We do use that data all the time. In some cases, 
we have even approved devices that are based predominantly or, to 
my understanding, completely on data outside the United States, 
but it has to be the data that actually answers the question, and 
one of the challenges with Europe and other countries is, they will 
let a device on the market without showing it is effective. So they 
actually never generated the data to show it is effective to meet the 
U.S. standards, and a lot of those studies are not so robust. In fact, 
the British medical journal in a series of investigative articles, the 
European Society of Cardiology, a group of European health tech- 
nology assessment agencies all came out and said for high-risk de- 
vices, you should be more like the United States. You should show 
you are effective. You need to have more robust clinical studies like 
the United States. You need to be transparent like the United 
States. Tell doctors and patients the basis of those decisions and 
put out more guidance explaining what you need to do. As much 
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as we need to do more guidance, the EU puts out nothing near 
what we do to clarify what kind of studies you have to perform. 

Mr. Green. Thank you for your patience. 

Mr. Terry. Mr. Scalise, or is it Dr. Scalise? 

Mr. Scalise. I am not a 

Mr. Terry. You are recognized for 5 minutes. 

Mr. Scalise [continuing]. Juris doctor or a medical doctor. I just 
play a Congressman on C-SPAN occasionally here. 

I do want to ask a few questions going back to your testimony, 
and in a few different sports you talk about the success of the FDA, 
and specifically in relation to what is happening in Europe, and of 
course, we had a full panel this morning that was giving I think 
some very eye-opening, riveting and not real positive glowing en- 
dorsements of FDA’s performance, especially compared to Europe, 
and you say here “In terms of time to market, data shows that the 
United States is performing as well or better than the European 
Union,” and then you go on to say, “The EU typically approves 
higher risk devices faster than the tJnited States because unlike in 
the United States, the EU does not require the manufacturer to 
demonstrate that the device actually benefits patients.” You had a 
whole panel of patients sitting here at this table talking about de- 
vices they have access to in Europe that they would have to go to 
Europe to get that would actually improve their lives. Some actu- 
ally did it. They went to Europe to get the device. You had Dr. 
Fischell sitting right there with a device sitting in front of him that 
has been waiting on FDA approval for years that relieves migraine 
headaches and yet there is data, there is devices, there is real test- 
ing, there are patients that use it and there are people that are 
using it in Europe, and you are implying that Europe has just got 
some of Wild West mentality that they are just giving out approval 
for things when in fact you have got Americans that right now 
have to go to Europe to get the treatment that actually would and 
has in some cases improved the lives of those patients. So how can 
you make those comments, especially after you sat here and heard 
the statements from these patients and the mother of a patient? 

Mr. Shuren. So I can have chart 3, first of all, I empathize with 
the patients. I am a physician and a patient myself I have loved 
ones who are patients. I want to get safe and effective devices but 
emphasis on safe and effective devices to patients, patients even 
like myself. 

You asked in terms of the data for performance. This isn’t my 
study, this is an industry study. They looked at the 510(k)s without 
clinical data. That is about 80 percent of the devices that we re- 
view, and the products came on the market first in the United 
States as often or more often in the United States than they did 
in the EU, and in fact, if you looked at the top chart, the perform- 
ance, the likelihood of coming on the U.S. market first actually has 
improved more recently in time. 

Now, for the smaller group of high-risk devices, they have come 
on the market first in other countries for years. We can do better 
on that. We can get a lot closer. But we will never be completely 
as fast because of that difference in effectiveness. Does it have 
ramifications? Yes, because you do put on the market devices that 
don’t benefit patients, patients get in some cases when they have 
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alternative that works so they missed out on good therapy. The 
health care system paid for ineffective treatments. And in fact 

Mr. ScALiSE. I want to go back to something, though, because 
again, we had testimony not just from patients but from doctors 
who have actually invented devices. I mean. Dr. Fischell, this is 
somebody who has been inventing devices for decades, has been na- 
tionally recognized, inventor of the year, has put out more devices 
than most doctors in this country, and he first talked about the 
change he has seen in the attitude in the FDA is the last 2 years 
is the worst he has seen in his 42 years of inventing, and then he 
further went on to say there is a different attitude at the FDA than 
we have ever seen before. This isn’t — you know, you can show 
metrics all day long but instead you have patients who are sitting 
here and you have got inventors who are sitting here saying the 
problem they are seeing in the last 2 years isn’t something that 
they have seen before at the FDA, and they surely aren’t agreeing 
with your glowing metrics that you can go find somebody to say 
how great you are doing when you have got real inventors, real pa- 
tients sitting here saying the job is not getting done. You know, 
they will tell you if you want to look at data and compare it to Eu- 
rope and say what Europe has or doesn’t have. They will say that 
firms are willing to submit whatever data you want but they can’t 
get the certainty in the regulatory process from your agency. They 
want to know how to comply. They can’t even get the certainty 
from you to know how to comply. 

And so you can sit here and talk about all the data you are not 
getting and all the money you are not getting and all the turnover 
you have got. I can tell you, I mean, I have looked at your budget. 
Congressional Research Service actually issued a finding that the 
medical device review process funding in your agency has increased 
35 percent in the last 2 years. You show me a family out there as 
families are cutting back you have got a 35 percent and you have 
the nerve to sit here and say you are not getting enough money 
and the reason you can’t move things fast enough is because you 
all have too much turnover. Let me tell you, I have looked at agen- 
cies and especially if you talk to people in the private sector, they 
will tell you, if you have got turnover problems, that is a manage- 
ment problem. You can’t blame that on somebody else. You can’t 
say you are not getting enough money. You got a 35 percent in- 
crease over the last 2 years, and oh, by the way, during that time, 
the average review time increased by 43 percent. So maybe cutting 
back to what you were at when you were actually getting some 
things done might be the most prudent approach as some of the pa- 
tients here said, and so to say that you don’t get enough money, 
you got a 35 percent increase. The delays are increased. You have 
got some management problems I think you have to recognize be- 
fore you blame the patients and the inventors who are sitting here 
and some have to go to Europe to get the relief that they have got- 
ten. They actually went to Europe and got the relief and you still 
haven’t approved the devices here. 

So real changes have to occur and you can’t just show metrics 
that say how great you are doing or say you need more money. I 
mean, you know the environment here. We are broke. We are try- 
ing to figure out how to do more with less because we don’t have 
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the money. We can’t borrow it from China anymore and, you know, 
there has got to be real changes. But you can’t blame other people 
either. 

Mr. Terry. Thank you. 

Mr. ScALiSE. I will yield back the balance of my time, whatever 
that balance is, Mr. Chairman. 

Mr. Terry. Dr. Christensen, you are recognized for 5 minutes. 

Mr. Christensen. Thank you, Mr. Chairman, and Dr. Shuren, 
thanks for your patience today. 

Let me at least try to help you answer the question about what 
is happening with venture capital because the ranking member 
earlier reported that Bloomberg News today reported that in the 
first quarter of this year, venture capital for medical device and 
equipment makers went up 20 percent. That was $841 million in 
90 deals, so the first quarter it went up. 

But let me try to ask you a question about some other things 
that have been discussed today. In this hearing and in previous 
hearings before the committee, we have heard from a variety of in- 
dustry sources and supporters of weaker or less rigid regulation 
about a flawed FDA regulatory process for medical devices. We 
have heard a lot about two industry-funded studies in particular, 
one by Dr. Josh Makower and one by the California Healthcare In- 
stitute. These studies were critical of your agency, purporting to 
show that the FDA process causes undue delay in approvals. We 
asked leading medical experts to provide us with their views on the 
methodology of these studies, and we asked FDA to provide the 
views of the agency. So Dr. Shuren, first, can you tell us about the 
FDA’s views on the findings of the Makower and the California 
Healthcare Institute studies? 

Mr. Shuren. So we did have concerns about the methodologies 
that were used. For example, in the Makower study, he sent out 
a survey to 1,000 companies, not to the full industry. Of that, he 
got 204 who responded, and then on particular questions trying to 
compare the United States to the EU, at most, the number of peo- 
ple who could actually had a device in both might have been 60 to 
80. So very underreporting, and in those cases, we know the people 
who are most dissatisfied, that is who reports. Most of these com- 
panies did not have much experience with the FDA. Only 55 per- 
cent brought a 510(k) through the process, only 32 percent a PMA. 

Much of the methodology to compare time frames was apples to 
oranges. They didn’t look at the same point in time between the 
EU and the United States. They compared a first communication 
with the United States which could occur before you even do a clin- 
ical study where in the EU your first communication may be before 
you actually submit the application. And therefore I could reduce 
those times dramatically if I didn’t meet with companies and just 
say give me the submission and our times would dramatically im- 
prove. In fact, the best way to compare is, if we had the data from 
the EU and comparable times for reviews, and in fact it doesn’t 
exist because the EU doesn’t keep it and doesn’t report it. 

Mr. Christensen. Thanks. Well, your views are really similar to 
the views of the outside experts that are described in the supple- 
mental memo that was shared today. These experts also identified 
a variety of problems. One reviewer concluded that there so many 
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flaws in the design and execution that the author’s conclusions are 
rendered essentially meaningless. Another reviewer concluded that 
the CHI study reflects little or no understanding of the complexity 
of medical devices. All reviewers indicated that these studies would 
not stand up to basic scientific peer review. 

So Dr. Shuren, would you agree that these industry studies are 
so flawed that they should not be used as the basis to justify a rad- 
ical change to the FDA device safety standards? 

Mr. Shuren. I would not be using them in terms of the actual 
numbers and data behind them, and that is why we tried to actu- 
ally go and pull what the real numbers look like. On the flip side, 
in some of the studies that have come out, they raised what con- 
cerns are and some of the problems that are raised like high turn- 
over rate, insufficient guidance, those are issues that we agree 
need to be addressed. That is why we are taking the steps that we 
are taking, but we shouldn’t base decisions based on flawed data. 
That doesn’t serve anyone well. 

Mr. Christensen. I agree. 

Mr. Chairman, we have important decisions to make on this com- 
mittee as we work towards reauthorizing the Medical Device User 
Fee Act, and we can’t really afford to base these decisions on fa- 
tally flawed and biased studies. 

Mr. Shuren. If I may just say quickly, by the way, that chart 
is from one of the flawed studies, and I put it up because, you 
know, if you put it out there, it is out there. It is not my data, that 
even industry in their own study reported what comparisons be- 
tween the United States and the EU, so just that is on the record. 

Mr. Christensen. I am just curious. I understand that Europe 
might be forming some kind of unified committee to more stand- 
ardize their review of their medical devices and probably medica- 
tion. Do you know anything about that and how close they are, and 
might that not make a difference in how FDA might accept some 
of the data? 

Mr. Shuren. Ultimately, I don’t know what the EU will decide. 
We should find out in 2012. But they have been going through a 
whole process to review their own system because of complaints 
that were about it, about not uniform, inconsistent, not providing 
adequate patient protections. In fact, the clinical director for the 
UK counterpart to my agency just last year said I am appalled at 
how many devices are brought to market with a lack of appropriate 
clinical data. The fact that much more clinical data and evaluation 
is needed and the notified bodies, there are over 70 private compa- 
nies, do not know how to adequately assess or challenge clinical 
data or tell those companies relying on equivalents that they actu- 
ally need to do a clinical investigation. These are commercial orga- 
nizations, many of whom are reluctant to challenge because they 
fear losing their clients and for their survival, and these are one 
of the things leading to that review in the EU and maybe poten- 
tially changes over there, and that is the call you heard from the 
European Society of Cardiology and the British medical journal to 
actually in some respects make some things more like the United 
States. 

Mr. Christensen. Thank you. Thank you, Mr. Chairman. 
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Mr. Stearns. The gentleman from Virginia, Mr. Griffith, is rec- 
ognized for 5 minutes. 

Mr. Griffith. Thank you, Mr. Chairman. 

I was pleased to hear you talk about tolerance for risk, and if you 
have a high-risk patient, they are more willing to take — you know, 
the patient who has got a serious illness willing to take some risk. 
I am wondering if the reverse is true in relationship to the treat- 
ment, and it sounds like it isn’t, because I heard you talk about the 
European and some of the doctors said on a high-risk device they 
wish it was more like the American systems. But I am thinking 
about low-risk devices. I am thinking about Ms. Sagan’s testimony 
when I say this, because, you know, as long as there is a caveat 
or a statement that says, you know, this hasn’t been through 50 
years of marketing or testing on humans, her daughter would be 
in a much better shape to have something that would shut off the 
insulin pump and the daughter would know and her mom would 
know that, you know, even if it doesn’t work, it is better than what 
they have got right now. Even if it doesn’t work 100 percent, it is 
better than what they have right now. 

Every human being is different, and I would point that out to 
you because we had testimony from the other lady that she had the 
migraine fix for her 5 years ago, if I remember correctly — I may be 
off on the number of years — but years ago because she was part of 
a trial, and for 9 months she had a normal life, and it sounds like 
in listening to that testimony this morning that that was a fairly 
low-risk medical device that could have been brought to bear, and 
everything isn’t going to work for everybody, and having a huge 
study that says it is effective for 99 percent of the population isn’t 
always going to be the way to go. 

I did a little data research, you know, on accidents in ambu- 
lances, and I am not going to ambush you with it but I will just 
tell you about it. Because if you take the theory that I was hearing 
this morning that we have a certain number of deaths, we had 300 
deaths in an 11-year period in automobile accidents while people 
were in ambulances. We had 24 deaths in a single year with med- 
evac. Well, if you took that and applied it to what the FDA has 
been doing from what I heard in testimony today, that means you 
wouldn’t allow the med-evacs or the ambulances to be out there be- 
cause notwithstanding the fact that it might help thousands of peo- 
ple, some people died. And I understand that you have to be careful 
but you have to take that into account. And so I would have to say 
to you that you might want to look at a risk-versus-benefit analysis 
and if the risk is low and the benefit might be great, get that thing 
out there quicker because, you know, we heard testimony from peo- 
ple who are suffering who could really use some help, and I under- 
stand, if you are putting something inside somebody’s body that is 
going to be there for hopefully 20 years, that is a different situa- 
tion. I understand what the Europeans are saying about high-risk 
devices. But we were hearing testimony this morning about devices 
that sounded like to me — now, I am a lawyer, not a doctor, and 
maybe I wrong, but it sure didn’t sound like they were high-risk 
devices to me, that it seemed more high risk not to have, for Ms. 
Sagan’s daughter not to have something that at least — you know, 
even if it worked most of the time would shut that insulin off. That 
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doesn’t mean she still wouldn’t have risk because she is diabetic 
but it would seem to me that that would be the better course, and 
I don’t know how you fix that, and if you need us to help, come 
see me, I will do what I can. 

That being said, I would also say in regard to venture capital 
that Chris Coburn, the head of the Cleveland Clinic Innovation, 
stated last week raising capital is harder, given the current econ- 
omy and health care reform creates a lot of unknowns. Raising cap- 
ital is harder. Health care reform creates a lot of unknowns in the 
current timeline. You add in regulatory delays and all of a sudden 
the arithmetic of developing products domestically starts to break 
down. So it is not just folks coming in here with some kind of a 
political agenda, this was just a talk that he was giving some- 
where, and I am just wondering if you would submit them later be- 
cause my time is almost up what steps you might be taking on all 
of these things that I have mentioned. 

And then also I would say apparently at a recent hearing of the 
Committee on Oversight and Government Reform, you mentioned 
that sometimes reviewers ask for data that might not be necessary, 
and I am wondering what you are doing about that because the in- 
dustry indicates that is a relatively recent phenomenon. We heard 
testimony this morning that one of the parts on the migraine in- 
vention that Dr. Fischell was talking about, he said he had a plas- 
tic valve he showed us, and he said this is already used in all kinds 
of different devices but now I have to show them it works again, 
even though it has already been approved in other devices, just 
that valve, and I am just wondering what steps you are taking to 
correct that. Where would people have gotten the idea that asking 
questions like that is acceptable, and do you have a process in your 
industry if you have different teams looking at different things to 
say well, wait a minute, team A already approved this valve and 
it looks like it is pretty good. 

So I would ask you to submit those to us for the record and so 
that I can review those as well, and I know I fired a lot at you and 
I only have 19 seconds for you to respond, but anything you want, 
you can say. 

Mr. Shuren. Well, I will give you an example of some of the 
things we are doing to ensure we make the right decision and con- 
sistent. So if you are going to the review team says we want to ask 
for a new kind of study for a type of device, that is being brought 
to this new center science council so rather than a decision made 
low down in the organization, it is coming up to the senior man- 
agers and experienced scientists and medical officers to review to 
make a call as to whether or not that is right. That allows for look- 
ing over the program for consistency, to make sure that decision is 
well informed because we may turn around and say we disagree. 
Those are the kinds of changes we are putting in place that if you 
are going to make a change, it has to be made at the right level 
in the organization. I still want to give my reviewers flexibility, but 
when big decisions are being made, I need the right people to be 
involved in making that call. 

Mr. Griffith. Thank you, Mr. Chairman. 
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Mr. Stearns. All right. The gentleman’s time is expired. I think 
we are going to do a second round and then you are free to go, so 
we appreciate your waiting here. 

Just to he clear, you are citing what appears to us as a flawed 
study in your testimony, what you said in your opinion in your tes- 
timony and on the report here. Is that right? Does that make sense 
to you? 

Mr. Shuren. Oh, yes, for the California Healthcare Institute? 

Mr. Stearns. Right. 

Mr. Shuren. Yes, I do think there are parts in terms of some of 
the data they provided that I would disagree with and how it is 
presented. 

Mr. Stearns. OK. I just wanted to put that on the record. 

The gentleman from Texas, Dr. Burgess. 

Mr. Burgess. Thank you, Mr. Chairman. 

Dr. Shuren, thank you for staying with us so long. Part of the 
review of the 510(k) process, the FDA allocated $1.3 million to the 
Institute of Medicine to convene a committee to evaluate the 510(k) 
effect on patient safety and innovation. The lOM committee will 
have a very influential role including reviewing seven of the FDA’s 
most controversial recommendations. Now, in February of this year 
at a Health Subcommittee hearing, you seemed to have some con- 
cern that the lOM committee itself would lack the patient advo- 
cates, innovators and inventors who are familiar with the 510(k) 
system. Critical omissions raise questions as to credibility of the 
lOM recommendations and why the FDA would pay $1.3 million in 
taxpayer money for such recommendations. Is that a fair observa- 
tion? 

Mr. Shuren. I don’t think I had raised concerns about it. I think 
some of the members were raising concerns in terms of the panel 
makeup. And what I did try to put out at the time is 

Mr. Burgess. Are not our concerns your concerns? 

Mr. Shuren. Concerns by the members, some of the members 
who are on the committee. 

Mr. Burgess. They should be your concerns. If they are our con- 
cerns — 

Mr. Shuren. Well, I understand, and what I tried to say too is, 
we contract with the lOM. We don’t make a decision in terms of 
who are on the panels or what they look at. I will tell you, though, 
that, what comes back from them are recommendations. They are 
not making a decision; they are recommendations. And if they 
make a recommendation, if we are thinking of adopting it and it 
would have an impact, a big impact on industry or others, we will 
go out and seek public comment first. If it is a recommendation 
that pertains to legislation, that is not our call. 

Mr. Burgess. Have they made recommendations to the FDA? 

Mr. Shuren. No, I have not seen anything from the lOM yet. 

Mr. Burgess. Now, there is a lawyer from the University of Min- 
nesota named Ralph Hall who has concerns that the lOM com- 
mittee violates the Federal Advisory Committee Act. Are you aware 
of that opinion from Dr. Hall? 

Mr. Shuren. Yes. 
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Mr. Burgess. And if that is the case, it would he illegal for you 
to implement the recommendations of the lOM committee that vio- 
lated the Federal Advisory Committee Act, correct? 

Mr. Shuren. I think he raised the concern of, is the committee 
fairly balanced, and there are people on that committee who have 
experienced developing 510(k)s to come to the agency, there are 
people with experience dealing with 510(k)s within the agency. 

Mr. Burgess. Did the lOM committee certify that it had com- 
plied with section 15 of the Federal Advisory Committee Act? 

Mr. Shuren. I don’t know if they certified. 

Mr. Burgess. Well, but you are telling us today that you will not 
institute any of the lOM committee recommendations until some of 
these questions are resolved? 

Mr. Shuren. I will not implement any of the recommendations 
if we wanted to adopt, there would be recommendations we may 
decide we are not going to adopt. But if there are recommendations 
that would have a big impact on industry or others, we would seek 
public comment before we would proceed. 

Mr. Burgess. But why spend $1.3 million to a committee that 
doesn’t have patients and doesn’t have anyone with any medical 
device-related experience, especially innovators? 

Mr. Shuren. The Institute of Medicine is a well-respected, well- 
regarded organization that government has turned to. Congress 
has turned to many times for outside 

Mr. Burgess. But shouldn’t they have at least one patient rep- 
resentative on those committees? 

Mr. Shuren. I would direct to the Institute of Medicine in terms 
of the decisions made. 

Mr. Burgess. And again, I would direct your attention to the 
overall legality of whether or not they complied with section 15 of 
the Federal Advisory Committee Act. 

Let me ask you this. There are complaints that the FDA has not 
communicated with companies what is needed in the submissions. 
The FDA is not telling companies in advance, and what will hap- 
pen is, 50 to 75 days later after the submission you all will come 
back with what was needed in the submission, so obviously that 
upsets and frustrates the companies because of the added time, 
and I think we heard Mr. Bilbray comment on that fact. What are 
you doing to ensure that companies are notified in advance about 
what is needed and then thereby included in the submitted applica- 
tions? 

Mr. Shuren. First, I would say there are other occasions where 
companies know what to do, we have told them what to do, and 
they don’t do it, and I appreciate the fact of hearing that companies 
will provide us what we need to receive, and I have heard that be- 
fore, but we have companies that actually don’t do that. They don’t 
give us, even in spite of laying out what they need to do. I will give 
you a very quick example, something called the pulse oximeter that 
actually 

Mr. Burgess. I know what it is. 

Mr. Shuren. And you know what it is, just for the other mem- 
bers. It is a sensor you can put on your finger and it will tell you 
how much oxygen is in the blood. We have had guidance since, I 
believe, 1992. We updated it in 2007. It said you need to do a very 
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simple clinical study. It is sort of you use this and you measure 
from the blood and see if it is accurate. We recently had a company 
come in, didn’t send us any clinical data, and we go back to them, 
why not, and we ask again, where is the clinical data, we have laid 
this out for years. We do deal with those circumstances, so it goes 
back and forth. 

For the cases where we can provide more clarity, I would like to 
be able to put out more guidance for industry and to update our 
guidances more quickly. I would like to have the capacity to go 
ahead and do that. 

Mr. Burgess. And I think we would like for you to do that. I 
would like the assurance that a company comes to you with a novel 
device and says what are we going to need to do to comply with 
your guidelines to get the submission completed in a timely fash- 
ion. I would like to be certain that they are getting that informa- 
tion upfront the first time and it doesn’t change throughout the 
submission of that application. 

Mr. Shuren. Well, one of the things we are doing are what we 
call pre-submission meetings if you come in, let us say, before you 
are going to do a clinical trial or before you submit your applica- 
tion. We are going to be putting out guidance probably by Novem- 
ber that now for the first time it lays out here are the expectations 
for company, what they have to give to us, here are the expecta- 
tions of what you can expect to see from the agency, and that in- 
cludes our putting down what is our advice, and then standing be- 
hind it, assuming that device doesn’t change in an important — you 
change what the use is for, you change the technological character- 
istics that may have been. But if not, then we should be standing 
behind it and that is going to be put out in our guidance later this 
year. 

Mr. Burgess. And on your Web site? 

Mr. Shuren. The guidance will be on our Web site. In fact, it will 
be out for public comment before we finalize it. All the things I am 
talking about from guidance, all go for public comment. In fact, 
some of the things we don’t normally put out for public comment 
we are doing like that notice to industry letters, which is an inter- 
nal action, we put out standard operating procedures of what we 
would do and when, we asked for public comment on it. It is out 
right now for folks to weigh in. 

Mr. Stearns. The gentleman’s time is expired. 

The gentlelady from Colorado is recognized for 5 minutes. 

Ms. DeGette. Thank you very much, Mr. Chairman. 

I just want to ask you a couple of follow-up questions. Dr. 
Shuren. The first one is, the question about the funding levels be- 
cause the chairman had said in April 2010 there was a CRS report 
that said the medical device review process funding increased from 
$275 million in fiscal year 2008 to $368 million in fiscal year 2010, 
but that funding as I understand it includes user fees. Is that cor- 
rect? 

Mr. Shuren. Yes, and I believe that is more than for my center 
because my numbers for my center are a little bit lower. 

Ms. DeGette. What are your numbers? 

Mr. Shuren. What I have from my enacted and my total budget 
for 2008 is $225 million, and this is what I am given from my 
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budget people, and from 2010, it is $272.7 million, and that is com- 
prised of appropriations and user fees. 

Ms. DeGette. How much of that is user fees? Do you know? 

Mr. Shuren. So in 2008, the enacted amount is $26.6 million, 
and the amount in 2010 is $32.8 million. And I say enacted because 
under the law, if we collect more than we are supposed to in the 
first 4 years, we have to give it back by lowering our fees in 2012, 
and in fact we are going to be doing that. Fees will go down in 
2012. 

Ms. DeGette. Now, when we enacted the user fees in the 
MDUFA legislation in 2002, that allowed the funding to increase 
in better proportion to the costs of the agency. Is that right? 

Mr. Shuren. That is correct. There was an adjustment factor 
after our workload went up we could increase accordingly. That 
was taken out in I think 2005, 2006. It remains in for the drug pro- 
gram. They can adjust accordingly. 

Ms. DeGette. Would that be something that would be worth 
having the larger committee look at when we go towards the reau- 
thorization next year? 

Mr. Shuren. We should look at how to account for increasing 
workload. I would like to provide user fees predictability for indus- 
try. I know that is important. But we also need to make sure that 
if our workload goes up, we get the sufficient resources to meet the 
workload. Otherwise we are not going to be able to meet our time- 
frames. 

Ms. DeGette. So a lot of the device companies have expressed 
to me concern that if the user fees are too high and if we — and this 
is same thing actually the drug people say is — if they are too high, 
that that freezes out a lot of innovation and a lot of the kinds of 
creative devices that we might really want to see. What is your re- 
action to that? 

Mr. Shuren. Well, you have the ability to actually adjust the 
fees accordingly, dependent upon even for the type of company. I 
will tell for a 510(k), full fee right now is about $4,300. For a small 
business, and a small business is $100 million or less in annual 
sales receipts, it is about $2,100 for a 510(k). 

Ms. DeGette. So that is not really an onerous fee. 

Mr. Shuren. PMA is higher. It is about $236,000 for full. For a 
small company, it is $59,000. A lot of the PMAs tend to come from 
the bigger companies. More of the 510(k)s come from the smaller 
companies. 

Ms. DeGette. OK. 

Mr. Shuren. Which is why we developed the fees as we did. That 
is what we worked out with industry to spread that cost. 

Ms. DeGette. Now, in the budget that some of my colleagues 
were talking about that was approved by the House and not the 
Senate earlier this year, the overall FDA was cut by about 10 per- 
cent under H.R. 1. Were you given any indication if that budget 
went through how much of those cuts would go to your agency? 

Mr. Shuren. For my center, my understanding is that if you 
take how much would be cut plus not getting the increases for a 
fixed cost like my rent goes up every year that I have to pay but 
it is out of my control, it is about 12-1/2 percent. 



233 


Ms. DeGette. You would be cut by 12-1/2 percent. Do you think 
this would have an effect even with some of these user fees on your 
ability to expedite some of these applications? 

Mr. Shuren. Yes, it would have an impact on our ability to do 
reviews. I mean, we can cut the funding. We cannot increase user 
fees but then people have to manage their expectations as to what 
kind of device program they are going to get. The drug industry 
said you know what, it is worth it to us. A robust FDA gets us bet- 
ter performance and we can see that today. 

Ms. DeGette. And that was proven to be correct, right? 

Mr. Shuren. That was proven to be correct, and I understand 
the unique circumstances of the device industry. I honestly do. But 
then we have to figure out some way to have the right program, 
and if it is not there, then people need to understand, you know, 
what you get in return. 

We need to do a better job at the FDA. We know that. We are 
doing it. That is what I am talking about today. There are some 
things we need industry to work on and then we need adequate re- 
sources to do it right. That is good for companies. It is ultimately 
good for patients, and that is what this is all about. 

Ms. DeGette. I think that is kind of a good place to end it, Mr. 
Chairman. 

Dr. Shuren, I appreciate your candor with this committee and 
your ability and willingness to discuss the deficiencies at the agen- 
cy, and I think all of us really need to sit down with you as we 
move towards the reauthorization next year of the user fees to talk 
about what we really need to do to make it work because there are 
a lot of devices out there that can save lives and we want to make 
sure that they are reviewed quickly, that they are reviewed thor- 
oughly, that they are safe and they are approved. So thank you 
very much. 

Mr. Shuren. I appreciate that, and I would like to have the abil- 
ity to work with you all, and I also hope that if the things we are 
talking about are right, to also have your support as we move for- 
ward. 

Mr. Stearns. Dr. Shuren, I would expect, you know, maybe we 
will have another hearing sometime in the future just to follow up 
with all these things you are saying. You know, obviously you men- 
tioned all these things you are doing, and I think the turnover rate 
is something you have to figure out too because I think lots of 
times organizations where you work, turnover rate is low even 
though they are not paid a lot of money because of esprit de corps, 
because of the mission and the patriotism and whatever else, lead- 
ership is involved, so 

Mr. Shuren. Well, we actually did an assessment in my center. 
The esprit de corps is actually off the charts compared to the rest 
of my government. My people are very committed. 

Mr. Stearns. I don’t know if that is good or bad. 

Mr. Shuren. It is good in the right way. I will say, we have the 
same problem in the drug program. They had a high turnover rate. 
They were able to cut it and they have been able to maintain it 
low, and they did it with targeted retention allowances, by having 
enough staff to do the work, get away from a sweatshop mentality 
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and have enough managers and project managers to run that pro- 
gram. 

Mr. Stearns. Are all the guidances on FDA’s Web site the cur- 
rent state of the thinking at FDA staff? If we go to that site, will 
we find the latest and the greatest state of thinking? 

Mr. Shuren. I would not be surprised if we have guidances that 
are probably not fully up to date. 

Mr. Stearns. So your Web site is not up to date? 

Mr. Shuren. No, the Web site is up to date as to the current 
guidance. I will say that we do run into cases where our thinking 
for that kind of device may chance and the guidance hasn’t gotten 
updated in time. 

Mr. Stearns. All right. 

Ms. DeGette. Mr. Chairman, just before we adjourn, some 
housekeeping. You had asked unanimous consent to put this 
Medtronic case into the record. Mr. Waxman had asked UC for this 
AdvaMed press release, and then we had asked UC for Dr. 
Shuren’s slides. Are those all agreed to? 

Mr. Stearns. By unanimous consent, so ordered. 

[The information follows:] 
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T ransvenous, Steroid 

Generic Name Eluting, Quadripolar, Active Fixation, 

Pace/Sense Ventricular Lead 
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For Immediate Release 
July 20, 2011 

AdvaMed Statement on the House Energy and Commerce 
Subcommittee Hearing on FDA Device Regulation 

WASHINGTON, D.C. - Stephen J. UbI, president and CEO of the Advanced Medical 
Technology Association (AdvaMed), released the following statement on today’s U.S. 
House of Representatives Energy and Commerce Subcommittee hearing on the impact 
of FDA medical device regulation on American patients, innovation and jobs: 

The medical technology industry has long recognized that a strong and well-functioning 
FDA is vital to maintaining America’s preeminence in medical technology innovation, 
and we support the current regulatory framework in the U.S. However, it is troubling that 
several recent studies have shown that patients in Europe often benefit from cutting- 
edge medical technologies months - and sometimes years - before American patients. 

“While we are concerned with this trend and FDA performance in a number of critical 
areas, we believe that any steps necessary to address this situation can be taken 
without changing the current robust statutory standards for clearance and approval of 
medical devices. 

"When FDA and industry work together so that patients have timely access to safe and 
effective medical technologies, it’s a win-win situation for everyone. We look fonward to 
working with the Administration, Congress and FDA to ensure FDA regulation of 
medical devices and diagnostics is both effic ient and predictable, while maintaining the 
highest standards of safety and effectiveness.’’ 

### 

AdvaMed member companies produce die medical devices, diagnostic products and health ir^ormation 
systems that are transforming health care through earlier disease detection, less invasive procedures and 
more effective treatments. AdvaMed members range from the largest to the smallest medical technology 
innovators and companies. For more information, visit \vww.advamed.onr . 
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The Chairman cites an April 2010 CRS Report in his opening remarks that stated 
that the medical device review process fiinding increased from $275 million in FY2008 
to $368 million in FY201 0.' Theses statistics, however, are misleading. 

• The funding that the Chairman cites includes user fees. 

o With user fees, the more submissions presented, tlie more funding 
increases. 

• Prior to 2002, FDA's resources for its devices and radiological health program had 
increased at a lower rate than costs.^ 

• The enactment of user fees in MDUFA in 2002 allowed funding to increase in 
better proportion to costs. 

o This is the statistic the Chairman cites. 

A more recent report of April 201 1 states the $241 million (10%) cut under H.R. 1 for the 
FDA, as cited in Ranking Member DeGette’s statement.^ CRS has also noted that, 
“Congressional intent in authorizing user fees was that these fees would supplement — 
rather than replace — resources provided by Congress to FDA.””* 


' He cites either CRS Report, Medical Device User Fees and User Fee Acts, April 2010 or 
CRS Report, The Medical Device Approval Process and Related Legislative Issues, April 
2010. 

^ FDA, "Medical Device User Fee and Modernization Act; Public Meeting," 72 Federal 
Register 19528, April 18, 2007. 

^ CRS Report, Agriculture and Related Agencies: FY20I1 Appropriations, April 2011. 

^ CRS Report, The Food and Drug Administration: Budget and Statutory History, 
FY1980-FY2007, January 2008, 
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The Chaimian cites an April 2010 CRS Report in his opening remarks that stated 
that the medical device review process tunding increased trom $275 million in FY2008 
to $368 million in FY20I0.' Theses statistics, however, are misleading, 

• The funding that the Chainnan cites includes user fees. 

o With user fees, the more submissions presented, the more funding 
increases. 

• Prior to 2002, FDA's resources for its devices and radiological health program had 
increased at a lower rate than cosLs.^ 

• The enactment of user fees in MDUFA in 2002 allowed funding to mcrease in 
better proportion to costs, 

o This is the statistic the Chainnan cites. 

A more recent report of April 201 1 states the $241 million (10%) cut under H.R. 1 for the 
FDA, as cited in Ranking Member DeGette’s statement.’ CRS has also noted that, 
“Congressional intent in authorizing user fees was that these fees would supplement — 
rather than replace — resources provided by Congress to FDA.”"* 


' He cites either CRS Report, Medical Device User Fees and User Fee Acts, April 2010 or 
CRS Report, The Medical Device Approval Process and Related Legislative Issues, April 
2010. 

^ FDA, "Medical Device User Fee and Modernization Act; Public Meeting," 72 Federal 
Register 19528, April 18, 2007. 

’ CRS Report, Agriculture and Related Agencies: FY201 1 Appropriations, April 2011. 

CRS Report, The Food and Drug Administration: Budget and Statutory History, 
FY1980-FY2007, January 2008. 
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CHARTS: 
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Average Time to Decision - PMAs 

2 

Average Time to Decision - 510(k)s 

3 

CHI Report Fig. 14/15: Mean US 510(k) devices approval delay 
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Percent of Submissions With Al Request (by year) 
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Average Time to MDUFA Dedision on PMA's 
and Panel Track Supplements (non-expedited)* 



-•♦ — Submitter --•-•FDA — A — Total i 

‘Times may not add to total due to rounding 

** 2009, 2010 some cohorts still open as of July 5, 2011, data may change 
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Average Time to 5l0(k) Decision* 
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j - * Submitler • FDA — * — Totai [ 


'SE and NSE decisions only. Averages may not sum to total due to rounding. 
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Problems: 


The#] problem is insufficient predictability 

Clinical studies increasingly being conducted first abroad 

Total time from submission to decision increasing for PMAs and 510(k)s since 2004 and 
2005, respectively, and 510(k) deficiency letters and cycles increasing since 2002 


Root Causes: 

Changing, unnecessary, inappropriate, or inconsistent data requirements 

linsufficient guidance and opportunities for FD.'k-industry interactions 

High reviewei- and manager turnover 

Insufficient training 

Inadequate oversight by managers 

Grotving F'DA workload and increasing complexity of devices 
Poor quality submissions 
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Ms. DeGette. Thank you. 

Mr. Shuren. May I just clarify one thing? 

Mr. Stearns. Yes. 

Mr. Shuren. But if the thinking has changed with the guidance, 
what we are trying to do is update the guidance first so people 
know but if not and we need to make a quick change because there 
is new information, there really is a risk you have to deal with, 
then we are going to these notice to industry letters, so that 

Mr. Stearns. You have heard a lot of our panel today. I would 
think they would help you, and you are going to go to private in- 
dustry first too. You are going to go there too, right? 

Mr. Shuren. For feedback on the process? 

Mr. Stearns. Yes. 

Mr. Shuren. We have already — it is out for anybody to comment 
on. 

Mr. Griffith. Mr. Chairman? 

Mr. Stearns. Congressman Griffith. 

Mr. Griffith. I was wondering if I could have just a minute to 
ask a question. 

Mr. Stearns. Sure, sure. 

Mr. Burgess. But before you do, because I have got — I just want- 
ed to ask unanimous consent to put these two letters from Senator 
Kerry and the Massachusetts delegation into the record on the 
lOM study of the 510(k) process. 

Mr. Stearns. While you are looking from that, the gentleman 
from Virginia for 1 minute. 

Mr. Griffith. I heard you talk about your lease, so I am switch- 
ing gears on you into something I am a little more comfortable with 
than medical devices, and I guess my question is, you said your 
rent goes up every year. I was wondering how long your lease was 
for and when was the last time you went and renegotiated with 
your landlord. Because I think it is something the federal govern- 
ment doesn’t do. I am not picking on you all. I don’t have any idea. 

But a lot of times they just got locked into a lease and cir- 
cumstances in the economy have changed, and when I took office 
I was able to cut the lease cost of actually more square footage, not 
as pretty but more square footage for about half the cost, and I am 
just wondering as your costs are going up, you might want to take 
a look at your lease and see if you can’t renegotiate. Even if you 
are locked into a multi-year lease, you might be able to renegotiate. 

Mr. Stearns. That is good. That is experience talking. 

We will put this in by unanimous consent. 

[The information follows:] 
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Congress nf ilje States 

WasIjingtDn, 00 20315 

March 1, 2011 


David R. Challoner, M.D. 
Institute of Medicine 
Keck Center-W 825 
500 Fifth St., NW 
Washington, DC 20001 

Dear Dr. Challoner: 


We are writing in regard to the Institute of Medicine’s on-going review of FDA’s 510(k) 
clearance process for medical devices. 


As you know, the 510(k) program has been responsible for clearing thousands of medical 
devices and establishing their safety and effectiveness for use by health care providers for over 
30 years. The Center for Devices and Radiological Health (CDRH) has undertaken a review of 
the 510(k) program and in August of last year made 70 recommendations for changing the 
clearance process. 

Last month, the CDRH aimounced action on some of these recommendations and has requested 
that the lOM review seven of the most controversial of the proposed revisions. This request is in 
addition to the overall review of the 510(k) process requested by the FDA in 2009. As work on 
both of these reviews continues at the lOM, we want to ensure that there is adequate opportunity 
for input from various stakeholder groups into this important process. These include: non- 
governmental regulatory affairs professionals from the medical device industry; medical device 
inventors and innovators, biomedical engineers and technical experts; and medtech entrepreneurs 
and investment and venture capital experts. 

We urge you to allow substantive and meaningful participation by these stakeholders, as your 
review process continues this year. In addition, we ask that the lOM hold hearings for industry 
representatives to voice their concerns and provide written comments. 

Finally, we would ask for a response from the Commission detailing what opportunities will be 
made available for all stakeholders to participate in the lOM review of the 5 10k) program. We 
feel the participation of these groups critical in order for the Committee to produce a fair, 
balanced, and credible assessment of the current 510(k) review process and make appropriate 
recommendations for improvements. Thank you for considering our position. 


Sincerely, 




Edward J. Markq/ 
Member of Congress 




Member of Congress 
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JOHN KERRY 

Hinted States Suwtc 

WASI IiNGTOM, DC 20510-2102 

April 13,2011 


The Honorable Margaret Ann llaniburg 
Commissioner, I’ood and Drug .Administration 
IJ.S. Department ofllcalth and 1 Inman Services 
200 Independence Avenue. S.W. 

Washington. D.C. 20201 

Dear Commissioner I lamburg: 

1 appreciate your elTort.s to rclbrin the 510(k) medical device clearance proces.s to provide 
more predictability, transparency, and stability to medical device matiulacturers while 
maintaining the strong ptitieiil safeguards that citizens expect. 1 understand that the FD.A is 
deferring the implementation of .several recommendations until the Institute of Medicine (lOM) 
has completed their review . 1 low ever. I am eoneerned that some of the recommendations that the 
I'D.A has forwarded to the Institute of Medicine (10.VI) could be di.sruplive to the medical device 
industry and could have a chilling effect on growth, jobs, and patient access to medical 
innovation. 


A.s you know, I’rcsidcnl Obama issued an lixecutivc Order in January aimed at creating a 
2D' century regulatory system that protects the public while promoting economic growth, 
innovation, compctilivenc.ss, and job creation, 'flic Dxecutivc Order said our regulatory system 
must promote prodielability. reduce imceruiinly. and rely on the most innovative and least 
burdemsome tools for achieving regulatory ends. 

Patient safety cominuos to be my highesi priority, and 1 couldn't agree more that otir 
regulatory framework must strike the right balance when it comes to increasing erficiency and 
transparency in the process. I lowever. the medical device industry in my state has expressed 
concern that some of the recommendations w ould result in comimied delays in 51()(k) review 
limes or would be unnecessarily Inirdetisome aiul delay life-saving products from coming to 
market. Spccillcally. they have expressed concern that limiting the use of predicalc.s. expanding 
the FDA's rescission aulhorit.v, creating a new category of Class lib devices, and changing key 
dclinilions and terms could place an atidilional burden on manufacturers and hinder innov ation 
and economic growth. 

I understand > our agency's implomcnlalion plan defers action on these controversial 
rccommcndalioiis until the release ol the lONTs report. I have heard concerns that since the panel 
currently reviewing the .3l0(k) program at the lOM docs not include representatives from ihc 
medical technology industry, they may not fully understand the impact of the proposed 
regulations on the indiislrw Ciivcn the concerns expressed. I urge you to establish a deliberative 
and transpai'cm process lor reviewing the lOM recommendations that ensures adequate 
opportunity to .solicit .substantive and meaningful input from all stakeholder groups before any 
rceommendations are Finalized. 



The Honorable Margaret Ann Hamburg 
April 13, 20)1 
Paste 2 
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1 look Ibrward to working with you on the important goal of rcibrniing the 5 1 0(k) procc,ss 
in a inamicr that rigorously protects patient safety while maintaining our global leadership in 
medical technology. Thank you for your consideration of this request. 


Sincerciv, 
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Mr. Stearns. Thank you very much for your patience. The sub- 
committee is adjourned. 

[Whereupon, at 6:08 p.m., the subcommittee was adjourned.] 
[Material submitted for inclusion in the record follows:] 
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Statement of Rep. Gene Green 
O&I .Subcommittee Hearing 

Medical Device Regulation: Impact on American Patients, Innovation and Jobs. 

July 20, 2011 


Thank you .Mr. Chainnan for holding this important hearing today entitled: Medical Device 
Regulation: Impact on .American Patients, Innovation and .lob.s. 

In 1976. the FDA was given the atilhorily to regulate medical devices by Congress. Congress 
directed the FDA to categorize devices into three categories: Class 1 , Class 2. and Class 3. 

In order for a mannfacturer to market and device lor sale and use, they must demonstrate to the 
FDA the device is safe and effective lor its intended use. 

'['he manufacturers can do this through a pre-market application process or a pre-market 
application process, which is known as the 510 (k) clearance processes. 

The 510 (k) clearance is used lo bring devices to market that are siibstantinlly equivalent to a 
previous device that the FDA has already cleared for marketing. 


The pre-market application process is more stringent than the 5 1 0 (k) procc.s.s. The pre-market 
application can require clinical trials lo demonstrate the safety of the device. 

Much has been said by this committee over the past few sessions witli regard to safety and 
monitoring of our food and drug systems at the FDA. 

I would argue the device sector of titc FDA lias a good system in place to monitor the safety of 
medical devices. 

But, I do understand the difficulties as.socialed with llio clearance process and the sometimes 
extremely long amount of time it takes to have a medical device approved by the FDA. 

Today, our first panel will discuss llie difficulties they faced when seeking treatment with a 
medical device in the US, These intlividnals often sought trcatnicnl outside of the US because 
medical devices are now being approved more ([uickly in otlicr countries. 

As a member who represents a part of Houston, home to oire of the US's premiere medical 
center, the Houston Medical Center, this concerns me. I want to ensure the US is always on the 
cutting edge of medical tcclinoiogy. 

Mr. Cliairman, I look forward to liearing llie testimony of our witnesses today and thank you for 
allowing us to discuss this very important issue. 
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Statement from Representative John D. Dingell 
House Committee on Energy and Commerce 
Subcommittee on Oversight and Investigations 

“Regulatory Reform Series #5 - FDA Medical Device Regulation: Impact on American Patients, 

Innovation and Jobs" 

July 20, 201 1 


Thank you Mr. Chairman for holding today’s hearing. 

Like most Americans I support creating jobs, promoting innovation amongst our medical 
suppliers, and ensuring safe and effective devices for those in need. But unlike my colleagues on 
the other side of the aisle, 1 do not believe that we can achieve these goals by gutting the funding 
we have tasked to do so. 

I understand the industry having their concerns about FDA’s medical device approval process. 
The approval process is critical to providing access to life-saving medical devices to patients 
who need them to live a full, healthy and balanced life. I have heard complaints about the 
increase in total review time, delays and inconsi.stencies in the review process, lack of clarity in 
data requirements, among other things. 

Now I don’t believe that throwing money at a problem will fix it, but I do believe that Congress 
and FDA cannot address these problems under the proposed budget offered by my Republican 
colleagues w'hich makes draconian and reckless cuts to the Food and Drug Administration. FDA 
has long been a chronically underfunded agency, and just as Congress makes successful in 
reversing this disturbing trend, my Republican friends propose cutting their fiscal year 2012 
budget by $285 million. 

A cut of this magnitude to FDA’s budget will only result in a cut in the number of personnel 
dedicated to reviewing device applications, a likely delay in review times, further exasperating 
the valid concerns of industry and patients. 

Further, as Members of this Committee we have a responsibility to improve the medical device 
approval process not tear it down. Rushing devices to the market may help to pad the pockets of 
industry, but it does not keep the promise to the American public that medical devices approved 
by FDA will be both safe and effective, 

1 hope to continue to work with my colleagues to strengthen the medical device approval process 
and provide FDA the capacity to do so. I look forward to hearing from today’s panels. 
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The NEW ENGLAND 
JOURNAL oj MEDICINE 


Representative Fred Upton 

Chairman, Energy and Commerce Committee 

Representative Cliff Stearns 

Chairman, Subcommittee on Oversight and Investigations, Energy and Commerce 
Committee 

Representative Henry A. Waxman 

Ranking Member, Energy and Commerce Committee 

Representative Diana DeGette 

Ranking Member, Subcommittee on Oversight and Investigations, Energy and 
Commerce Committee 

Dear Representatives Upton, Stearns, Waxman, and DeGette: 

I am writing to submit an addendum to my testimony given on July 20, 2011, at a 
hearing of the Subcommittee on Oversight and Investigations entitled "Regulatory 
Reform Series #5 - FDA Medical Device Regulation: Impact on American Patients, 
Innovation and Jobs.” 1 submit this addendum to provide additional information and 
clarification that is relevant to my testimony. 

In my testimony I discussed two examples of class 111 (highest-risk) medical devices 
that had high failure rates and caused enormous harm to patients. Both of these 
devices (one a heart device, the other an orthopedic device) were introduced into 
the marketplace without pre-market clinical testing (i.e. testing in patients) 
sufficient to establish their efficacy or safety. 

The metal-on-metal artificial hip implant, of which the DePuy ASR XL Acetabular 
System is a prime example, was cleared by FDA through the 510(k) process. Since 
the implant was judged to be substantially equivalent to a predicate device, it did 
not undergo clinical testing, only bench testing, prior to its introduction into clinical 
practice. There are 26 types of class III (highest-risk) medical devices that may still 
be cleared by the 510(k) pathway, which represents a huge loophole in FDA's 
regulatory oversight of devices. 510(k) is intended for use primarily in class II 
devices. 



July 29, 2011 
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After the ASR was launched into surgical practice, it was found to fail, due to erosion 
of metal particles from the mobile components, at an astounding rate of 1 in 8 
patients. These patients required a second operation to replace the defective 
implant. This unacceptably high failure rate of a device that was installed in nearly 
100,000 patients resulted in a public health nightmare and an immense waste of 
Medicare dollars. 

The second device, the Sprint Fidelis implantable defibrillator lead manufactured by 
Medtronic, is a critical component of a cardiac defibrillator that is designed to 
deliver shocks to the heart in order to restore normal heart rhythm and prevent 
sudden death. Unfortunately, the Sprint Fidelis lead was found to be prone to 
fracture, which resulted in inappropriate shocks in numerous patients and death in 
13. In contrast to the metal-on-metal hip implant, the Sprint Fidelis was approved 
by FDA through a supplement to a previous premarket approval (PMA). The PMA 
process, which is specifically targeted to class III devices, is more rigorous than 
510(k) clearance, and in most instances involves the submission of data from 
clinical trials or other careful clinical observations to establish the efficacy and 
safety of the product. 

What is striking about Sprint Fidelis is that, even though it was approved by a PMA 
process, no clinical studies were performed in patients to ensure that the lead was 
safe and effective. As with the metal-on-metal hip implants, only bench testing was 
performed, which did not faithfully reproduce the stresses placed on the lead by 
actual cardiac contractions. Prior to its withdrawal from the market in 2007, it was 
installed in over a quarter of a million patients, FDA review of this class ill device by 
PMA supplement was similar to a 510(k) clearance process in that it lacked clinical 
trials and other rigorous standards of evidence regarding safety or efficacy. This 
represents another large loophole in the FDA regulatory process for medical 
devices. 

The unfortunate story of the Sprint Fidelis lead is told in greater detail in the 
accompanying article by Dr. William Maisel. 

The FDA approval processes for these two high-risk medical devices (one by 510(k), 
the other by PMA supplement] were very similar in that the critical step of 
performing rigorous clinical studies prior to marketing was omitted. Given the 
technical sophistication of these complex devices, it is astounding that data from 
advanced clinical testing were not submitted as a central part of the approval 
process. In both cases, this omission had disastrous consequences for patients in the 
United States and around the world. 

I trust that this additional information will serve to clarify these two major 
loopholes in device regulation. Further weakening of regulatory standard,s, as was 
suggested by some members of the Subcommittee during the hearing, will surely 
not be a remedy. 
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Sincerely, 


jhfy^ J), 


Gregory Curfman, MD 
Executive Editor 
New England Journal of Medicine 
Boston, Massachusetts 



260 



The NEW E 



Semper Fidelis — Consumer Protection for Patients 
with Implanted Medical Devices 

William H. Maisel, M.D., M.P.H. 


W hen the Food and Drug Administration"- 

(FDA) approved the Medtronic Sprint Fidelis ' 
implantable cardioverter-defibrillator (ICD) lead in 
2004 on the basis of bench testing but no human 


clinical data, there was no public 
outcry. Physicians rapidly incor- 
porated the new electrode into 
their practice, welcoming its small 
diameter and ease of implanta- 
tion. During the ensuing 3 years, 
90% of Medtronic ICDs were im- 
planted with this lead (see dia- 
gram). But in October 2007, after 
38 months on the U.S. market and 
268,000 implantations worldwide, 
the Fidelis was voluntarily recalled 
by Medtronic because of its pro- 
pensity to fracture. The large num- 
ber of affected patients, the bil- 
lions of dollars at stake in the ICD 
market, and the controversy sur- 
rounding the timing of communi- 
cation with physicians and patients 
about the lead’s performance high- 
light the shortcomings of the reg- 


ulatory system for medical devices 
and underscore the urgent need 
for legislation that will ensure ad- 
equate protection for the patients 
receiving them. 

Obviously, no complex device 
can be 100% free of design, man- 
uficturing, and performance flaws. 
Malfunctions inevitably occur, and 
manufacturers should be reward- 
ed, not criticized, for identifying 
and correcting problems. The de- 
mands placed on ICD leads, in 
particular, are intense: they must 
withstand hundreds of millions 
of repetitive cardiac cycles, sur- 
vive in the hostile environment of 
the human body, and allow de- 
livery of high-voltage energy at a 
moment’s notice. But ICD-lead 
fractures can result in clinically 


significant adverse events, includ- 
ing a failure to pace, a failure to 
defibrillate, unnecessary shocks, 
and death... 

After concerns arose about 
the performance of the Fidelis, 
Medtronic notified physiciahs by 
letter in Marcli 20(37: of ■‘a limited 
number” of physicians who were 
seeing a higher-than-expected rate 
of lead fractiii'es. Medtronic con- 
cluded that the lead’s performance 
was “in line with other Medtronic 
leads” on the basis of two main 
factors: analysis of returned prod- 
ucts (though such analysis is no- 
toriously inaccurate because most 
malfunctioning leads are not re- 
moved from patients and returned 
to the manufacturer) and a small 
prospective postmarketing study 
that found a 1.1% rate of lead 
failure within 2 years of impian- 
tation. Medtronic failed to note 
that the study — which included 
fewer than 100 patients followed 
for 2 years — was grossly iin- 
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PERSPECTiVE 


SEMPER FtDELIS CONSUMER PROTECTION FOR PATIENTS WITH IMPLANTED MEDICAL DEVICES 



ICD System Consisting of a Generator and a Lead. 


Cardiac signals are conducted through pace-sense electrodes from the heart to the 
ICD generator. Low-voltage pacing therapy, when needed, is delivered through these 
electrodes to treat slow heart rhythms. The high-voltage shocks required for defibriita- 
tion are delivered through high-voltage conductors. Fracture of a pace-sense electrode 
may result in a failure to pace or in electrical "noise" that the ICD generator may mis-, 
interpret as a fast heart rhythm, which can result in an unnecessary shock. Fracture of 
a high-voltage conductor could result in a failure to defibrillate. 


derpowered to detect even a mod- 
erate increase in fracture rate in 
the Fidelis as compared with its 
predecessors. In short, despite im- 
plantation of the device in hun- 
dreds of thousands of patients 
during several years on the mar- 
ket, the available postmarketing 
data were insufficient to provide 
a definitive conclusion about 
whether there was a performance 
problem. Medtronic therefore be- 
gan collecting and analyzing data 
from more than 25,000 patients 
participating in its remote ICD- 
monitoring program. 

Though publicly maintaining 
that the lead functioned within 


acceptable parameters, Medtronic 
submitted an FDA application for 
design and manufacturing chang- 
es in May 2007 and, according to 
the FDA’s public premarket ap- 
proval database, received approval 
2 months later. Already-manufac- 
tured leads remained on hospital 
shelves and continued to be im- 
planted. By October 2007, Med- 
tronic had confirmed the occur- 
rence of 665 fractures in returned 
leads, five patient deaths to which 
a Fidelis lead fracture may have 
contributed, and a 2.3% fracture 
rate within 30 months of implan- 
tation (according to an analysts of 
the remote-monitoring data).^ Med- 


tronic then voluntarily recalled the 
product and requested the return 
of unused leads. 

Almost immediately, numerous 
lawsuits were filed against Med- 
tronic alleging personal injur>’, 
negligence in manufacturing, and 
failure to warn patients about the 
possible defects in a timely man- 
ner. In reality, manufacturers have 
repeatedly and knowingly sold 
potentially defective devices with- 
out public disclosure. For exam- 
ple, after identifying and cor- 
recting a design flaw that could 
cause premature depletion of ICD 
batteries, Medtronic continued to 
sell its inventory of potentially de- 
fective ICDs without public dis- 
closure,^ Similarly, the two other 
major ICD manufacturers, Guidant 
(now part of Boston Scientific) 
and St. Jude Medical, have know- 
ingly marketed potentially defec- 
tive arrhythmia devices unbe- 
knownst to the public.^’* Often, 
a flawed product continues to be 
marketed while the manufacturer 
submits a revised marketing ap- 
plication to the FDA and awaits 
approval of the amended product 
design and manufacturing plan. 

Nor is the failure to notify 
the public about important flaws 
unique to the arrhythmia-device 
industry. Last year, a U.S. House 
committee launched an investi- 
gation into whether the FDA took 
proper action after determining 
that Johnson & Johnson’s Cordis 
unit violated laws in manufactur- 
ing its drug-coated cardiac stent. 
The FDA did not issue a public 
warning letter until several months 
after inspections revealed manu- 
facturing errors, and Cordis was 
permitted to continue marketing 
the device. The failure of manu- 
facturers and the FDA to provide 
the public with timely, critical 
information about device perfor- 
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SEMPER FIDELIS CONSUMER PROTECTION FOR PATIENTS WtFH IMPLANTED MEDICAL DEVICES 


mancc, malfunctions, and “fixes” 
enables poteiiriaiiy defective de- 
vices to reach unwary consumers. 

Some argue that public dis- 
closure of reliability information 
is overwhelming and anxiety- 
provoking for patients. A recent 
editorial in the IVdll Strci’f Journal 
opined that “the real danger to 
public health is the overreaction 
to medical risk,” noting tliatsome 
patients refuse to have a device 
implanted because of concern 
about potential malfunctions.^ But 
isn’t that exactly the point — that 
when given information about re- 
liability, some patients will choose 
not to have a device implanted? 
The solution is to educate patients, 
inform them about benefits and 
risks, and allow them to make 
their decision in consultation with 
their physician and family — a 
proccvss called informed consent. 
The failure to publicly disclose 
adverse information about device 
safety stibvcrts this process. Med- 
tronic’s president and chief ex- 
ecutive officer. Bill Hawkins, as- 
serts chat “society’s tolerance for 
any risks associated with medical 
technology is nearing zero.”'^ But 
society is not intolerant of all 
risk — just unnecessary, undis- 
closed, and preventable risk. 

According to its mission state- 
ment, the FDA is “responsible for 
protecting the public health” and 
for “helping the public get the 
accurate?, science-based informa- 
tion they need.” Unfortunately, the 
agency is failing to fulfill that 
mission. In 1998, the Advisory 
Commission on Consumer Pro- 
tection and Quality in the Health 
Care Industry adopted a Patients’ 
Bill of Rights whose primary te- 
net is that patients have “the right 
to receive accurate, easily under- 
stood information to assist them 


in making informed decisions.” 
Regrettably, patients considering 
implantation of medical devices 
often fail to receive critical infor- 
mation on device safety. 

The welfare of medical device 
recipients must become a higlier 
priority for the PDA and manu- 
facturers, and it is increasingly 
apparent that such a change will 
require Congressional action. Es- 
sential consumer protections arc 
currently lacking. For example, pa- 
tients with a recalled medical 
device arc not even assured of a 
single visit with their health care 
provider at no cost to themselves 
(paid for by either insurance or 
the device manufacturer) to dis- 
cuss the health implications of 
the recall. In addition, although 
FDA regulations protect human 
subjects participating in research 
studies, no such protections apply 
to the millions of patients who 
receive devices outside of clinical 
trials. Indeed, tJic vast majority 
of FDA approval.s of medical de- 
vices occur without any represen- 
tation of consumers’ incere,sts, and 
decisions concerning postniarket 
safety rarely include input from 
paticnt-advocacy groups. Mean- 
while, manufacturers have an in- 
herent financial conflict of inter- 
est when addressing dcvicc-safcty 
issues and have .stronger legal ob- 
ligations to their .shareholders than 
to ihe patients who use their prod- 
ucts. This imbalance must he 
corrected. 

The Latin motto semper /iiielis 
reminds us to remain faithful to 
certain core principles. To protect 
the well-being of the recipients 
of medical devices and to treat 
them ethically, we must ensure 
adherence to the principles of in- 
formed consent, patient autonomy, 
and public disclosure of important 


safely information. Implanted med- 
ical devices have eiiriciicd and ex- 
tended the lives of countless peo- 
ple, but device malfunctions and 
software glitches have become 
modern “diseases” that will con- 
tinue to occur. Remarkably, we 
have consumer protections for air- 
line passengers, cable-television 
customers, and celliilar-tticphonc 
users, but few for patients who 
receive life-sustaining medical de- 
vices. Only with well-defined, spe- 
cific consumer protections for 
such patients can wc liopc to 
minimize adverse health conse- 
quences and avoid costly recalls 
of critical medical products. 

Or. iM.iist'l is ;i consiiiunu for the I'DA 
aiui a incnibcr of the Mc'diettn:' tkiverni’c 
Advisory t?oniiiiirtCL'. The opinions cx- 
prcLsscd in this articU: arc tho.se of the ati- 
tiior uiul do not necessarily represent the 
opiiiion.s, practices, polieic.s, or positions 
of'thc IT)A or the Ceniers for Medicare and 
Medicaid Services. No other potential eon- 
diet of interest rclcvaiu to this article was 
reported. 


Dr. Maisel is the director of'thc Medical Dc ■■ 
vice Safety Institute, Department of Medi- 
cine. Beth Israel Deaconess Medical Center, 
Boston. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 


Food and Drug Administration 
Silver Spring, MD 20993 


NOV 2 9 2011 

The Honorable Cliff Stearns 
Chairman 

Subcommittee on Oversight and Investigations 
Committee on Energy and Commerce 
House of Representatives 
Washington, D.C. 20515-6115 

Dear Mr, Chairman: 

Thank you for providing the opportunity for the Food and Drug Administration (FDA or the 
Agency) to testify at your Subcommittee's .luly 20, 2011, hearing entitled “Regulatory Reform 
Scries #5 - FDA Medical Device Regulation: Impact on American Patients. Innovation and 
Jobs.” This letter provides responses for the record to questions posed by certain Members of 
the Subcommittee in your letter of August 9, 201 1 . 

If you have further questions, please let us know. 


Sincerely. 







Jeanne Ireland 
Assistant Commissioner 
for Legislation 


cc: The Honorable Diana DeGette 
Ranking Member 

Subcommittee on Oversight and Investigations 
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Page 2 - The Honorable Cliff Stearns 


We have restated each of the Members' questions below in bold, followed by our responses. 


The Honorable Cliff Stearns 


1. Dr. Shuren, in your testimony you stated that there is no device lag between Europe 
and the United States. In addition, an August 1, 2011 op-ed in the WS.I by 
Commissioner Hamburg stated, “FD.'V consistently approves the vast majority of 
priority drugs and medical devices as fast as, or faster than, our European 
counterparts.” The op-ed went on to state, “all 23 cancer drugs approved by both 
agencies during this period w'erc marketed first in the U.S.” However, in Dr. Sean 
lanchulev’s testimony, he stated, “I reviewed all approved PMAs of medical devices in 
the ophthalmic field over the last 5 years listed on the FDA website as an indicator of 
most major innovations in my specialty. These represent all the pioneering innovations 
made available to me as an eye surgeon through the more rigorous PMA path in the 
United States. The results were informative; of all 12 device approvals, all (100%) 
W'erc already approved and available for use outside the U.S. in the EU and in as many 
as 20-40 countries. In addition, some of the devices already had vast clinical experience 
dwarfing the FDA clinical trial numbers — in some examples more than 100,000 
worldwide patients had been treated prior to the FDA approval.” 

Please provide the committee a list of all the PMA approved medical devices from 2008- 
today that arc not yet available in Europe. 

Dr. Shuren’s testimony from the July 20. 201 1, hearing states. “In terms of time to market, data 
show that the United States is performing as well or better than the European Union (EU). An 
industry-sponsored analysis' shows that low-risk 510(k) devices without clinical data (80 percent 
of all devices reviewed each year) came on the market first in the United States as often as or 
more often than in the EU. The EU typically approves higher-risk devices faster than the United 
States because, unlike in the United States, the EU does not require the manufacturer to 
demonstrate that the device actually benefits patients.” 

Dr. Hamburg’s op-ed in the Wall Street Journal stating that FDA consistently approves the vast 
majority of priority drugs and medical devices as fast as, or faster than, our European 
counterparts is consistent with Dr. Shuren’s statement about medical device approvals. In 
addition, with regard to drug approvals, in a report released on November 3, 201 1 , entitled "FY 
20 1 1 Innovative Drug Approvals,” FDA provide.s details of how the Agency used expedited 
approval authorities, flexibility in clinical trial requirements, and resources collected under the 
Prescription Drug User Fee Act (PDUFA) to boost the number of innovative drug approvals to 
35 for the fiscal year (FY) ending September 30, 2011. The report also .shows faster approval 
times in the United States when compared to FDA’s counterparts around the globe. Twenty-four 
of the 35 approvals occurred in the United States before any other country in the world, and also 


California Healthcare Institute and The Boston Consulting Group, “Competitiveness and Regulation: The FDA and 
the Future of America’s Biomedical Industry" (February 2011), available at 
hllp://ii’\m’.bdg.com/documenl.‘ijtle72t}60.pdf 
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before the EU, continuing a trend of the United States leading the world in first- approvals of 
new medicines. 

You also request a list of all medical devices approved through the premarket approval (PMA) 
process from 2008 to present that arc available in the United States but not in the EU. We are 
not aware of any comprehensive database that contains information related to device status in the 
EU. It is difficult to track medical device approvals or other important data in the EU since there 
are few to no publicly accessible, centralized systems for collecting and monitoring information 
about medical device approvals or safety problems in the EU. Manufacturers use “Notified 
Bodies,” which are private, non-govemmenta! entities that review and approve devices by giving 
them a “CE Marking” (Conformite Europeene or European Conformity). These decisions are 
kept confidential and are not released to the public or to EU regulatory bodies. 


The Honorable Michael C. Burgess 


1. Dr. Shuren, I’ve heard you say previously that FDA is meeting its user fee goals for 
95% of submissions. But when I look at these charts from the most recent “Quarterly- 
Update on Medical Device Performance Goals,” dated May 4, 2011, there arc an awful 
lot more goals than 5% that arc not being met. I know that 510(k) submissions account 
for about 95% of the device reviews that FDA does each year, but all of these red boxes 
where FDA is not meeting its user fee goals arc very concerning to me. I also note that 
the goals that aren’t being met arc largely the premarket approval goals, and as you 
know, these arc the most cutting-edge, breakthrough technologies. What arc you 
doing — right now — to rectify this situation? 

FDA is meeting or exceeding goals agreed to by FDA and industry under MDUFA II for 
approximately 95 percent of the submissions we review each year. The limited goals which arc 
not being met include Original Premarket Approval (PMA) Tier 11 goals, Modular PMA Tier 1 
goals, and 180-day PMA supplement Tier 11 goals. PMA submission goals have not been met 
because of a combination of factors, including increasing workload, staff turnover, and growing 
device complexity. 

FDA’s Center for Devices and Radiological Health (CDRH or the Center) has undertaken a 
number of steps to address these issues, including: drafting clinical trials guidance, identifying 
and recruiting needed staff expertise, strengthening its extemal-e.xpert program, and undertaking 
evaluation of its preniarket IT systems. These .steps include: 

• Improving communication between FD.A and industry through enhancements to 
interactive revie-w' (some of these enhancements will be in place by the end of 201 1); 

• Issuing guidance clarifying the criteria used to make benefit-risk determinations a part of 
device premarket review. This will provide greater predictability and consistency and 
apply a more patient-centric approach by considering patients’ tolerance for risk in 
appropriate cases (draft guidance issued August 1 5, 2011); 

• Creating standard operating procedures for when a review'er can request additional 
infonnation regarding a premarket submission, and identifying at what management level 
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the decision must be made. These steps are intended to provide greater predictability, 
consistency, and the appropriate application of the least-burdensome principle by 
reducing the number of inappropriate information requests (Draft Standard Operating 
Procedures issued November 10. 2011); 

• Developing a range of updated and new guidances to clarify CDRII requirements for 
predictable, timely, and consistent product review, including device-specific guidance in 
several areas such as mobile applications (draft guidance released July 19, 201 1) and 
artificial pancreas systems (draft to be issued in December 2011); 

• Revamping the guidance development process through a new tracking system, 
streamlined processes, and. to the greatest extent possible with available resources, 
supplementing core staff to oversee the timely drafting and clearance of documents (to be 
completed by the end of 201 1); 

• Streamlining the clinical trial Investigational Device Exemption (lOE) processes by 
providing industry with guidance to clarify the criteria for approving clinical trials and 
the criteria for when a first-in-humaii study can be conducted earlier during device 
development (draft guidances issued November 10, 201 1). IDEs are required before 
device testing in humans that involves significant risks may begin, and they ensure that 
the rights of human subjects are protected while data on the safety and efficacy of 
medical products are being gathered. These actions aim to create incentives to bring new 
technologies to the United States first: 

• Implementing internal business process improvements to ensure that decisions are made 
by the appropriate level of tnanagemcnl, that decisions are made consistently and 
efficiently, and that we appropriately apply the least-burdensome principle. For example, 
CDRH created the internal Center Science Council to actively monitor the quality and 
performance of the Center's scientific programs and ensure consistency and predictability 
in CDRH scientific decision-making (Center Science Council draft charter published 
March 31, 2011); 

• Creating a Network of Experts to help the Center resolve complex scientific issues, which 
will ultimately result in more timely reviews. This network will be especially helpful as 
FDA confronts new technologie.s (Draft Standard Operating Procedures issued September 
30,2011); 

• Instituting a mandatory Reviewer Certification Program for new reviewers (program 
launched September 2011); 

• Instituting a pilot Experiential Learning Program to provide review staff with real-world 
training experience as tliey participate in visits to manufacturers, research and health care 
facilities, and academia (to begin in early 2012); 

• Providing industry with specific guidance on how to ensure the quality and perfomiance 
of clinical trials while taking the least-burdensome approach, so that indu.stry conducts 
studie.s that are more likely to support the approval of their products (draft guidance 
released August 15,2011); 

• Streamlining the de novo review process, the pathway by which novel, lower-risk devices 
witliout a predicate can come to market (draft guidance released October 3, 201 1 ); and 

• Implementing a Corrective and Preventive Action.? (CAPA) system for premarket review 
to identify, track, and correct or prevent problems. On October 1. 2011, the Center 
started a pilot of the CAPA system in the CDRH Office of Device Evaluation (ODE). 
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2. In 2010, FDA granted 19 preniarket approvals, down from 48 in 2000. What steps are 

you taking to ensure that patients have access to cutting-edge medical technology? 

The numbers of original PMA approvals from year to year can vary significantly, as the number 
of original PMa\ applications FDA receives annually can vary significantly. Since the total 
numbers of original PMAs submitted annually (40-60) is small compared to 510(k).s (3000- 
4000), variations from year to year appear more dramatic. Changes in economic conditions, 
among other things, affect the ability of companies to finance research and development and 
market new products. In addition, in 2002-2003, the Center created the Office of In Vitro 
Diagnostics, consolidating functions and staff from other CDR.H offices, including ODE. An 
accurate comparison would have to reflect the combined original PMAs approved by both 
offices each year. 

Finally, the number you are quoting for 2010 is preliminary, as the receipt cohort for that year is 
not closed, In other words, some original PMA applications from 2010 are still pending. In 
addition, when examining PMA trends, it is important to look to ‘TMA-related submissions," 
rather than just original PMAs, Under the medical device user fee program, FDA tracks “PMA- 
related submissions” for a more accurate assessment of workload. These include original PMAs 
and PMA supplements, Or modifications to original PMAs. PMA supplements are submitted 
when a sponsor wants to, among other things, add indications; change performance or design 
speci fications, circuits, components, ingredients, principle, $ of operation, or physical layout of the 
device; change manufacturing facilities, methods, or quality control procedures; or change 
sterilization procedures. Increases in the number of PM.A-related submissions from 2004 to 
2010 (approximately 50 percent, from 3,051 to over 5,100) account for the greatest increase in 
workload for the device review program. FDA is taking steps under the Action Plan to facilitate 
patients’ access to cutting edge medical technology. Specific steps that we are taking include: 

• Issuing guidance clarifying the criteria used to make benefit-risk determinations a part of 
device premarket decisions. Thi.s will provide greater predictability and consistency and 
apply a more patient-centric approach by considering patients’ tolerance for risk in 
appropriate cases (draft guidance issued August 15. 201 1); 

• Creating standard operating procedures for when a reviewer can request additional 
information regarding a premarket submission and identifying at what management level 
the decision must be made. These steps are intended to provide greater predictability, 
consistency, and the appropriate application of the leust-burdensome principle by 
reducing the number of inappropriate information requests (Standard Operating 
Procedures is.sued November 10, 201 1); 

• Developing a range of updated and new guidances to clariiy CDRH requirements for 
predictable, timely, and consistent product review, including device-specific guidance in 
several areas such as mobile applications (draft guidance released July 19, 201 1) and 
artificial pancreas systems (to be completed by the end of 201 1); 

• Revamping the guidance development process through a new tracking system, 
streamlined processes, and, to the greatest extent possible within available resources, core 
staff to oversee the timely drafting and clearance of documents (to be completed by the 
end of 2011); 
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• Streamlining the clinical trial IDE processes by providing industry' with guidance to 
clarify the criteria for approving clinical trials, and the criteria for when a first-in-human 
study can be conducted earlier during device development. (IDEs arc required before 
device testing in humans that involve significant risks may begin, and they ensure that the 
rights of human subjects are protected while gathering data on the safety and efficacy of 
medical products.) These actions aim to create incentives to bring new technologies to 
the United States first (guidances issued November 10, 2011); 

• Implementing internal business process improvements to ensure that decisions are made 
by the appropriate level of management, that decisions are made consistently and 
efficiently, and that we appropriately apply the least-burdensome principle. For example. 
CDRH created the internal Center Science Council to actively monitor the quality and 
performance of the Center’s scientific programs and ensure consistency and predictability 
in CDRH scientific decision-making (Center Science Council e.stablished March 31, 
2011 ); 

• Creating a network of experts to help the Center resolve complex scientific issues, which 
will ultimately result in more timely reviews. This network will be especially helpful as 
FDA confronts new technologies (Standard Operating Procedures issued September 30. 
2011 ); 

• Instituting a pilot Experiential Learning Program to provide review staff with real-world 
training experiences as they participate in visits to manufacturers, research, and health 
care facilities, and academia (to begin in early 2012); 

• Providing industry with specific guidance on how (o ensure the quality and performance 
of clinical trials while applying the least-burdensome principle, so that industry conducts 
studies that are more likely to suppon the approval of their products (guidance released 
August 15, 2011); and 

• Streamlining the de novo review process, the pathway by which novel, lower-risk devices 
without a predicate can come to market (draft guidance released October 3, 2011). 

3, In this performance report, FDA reports meeting its 51fl(k) goals for 2008 submissions. 

Why has FDA not reported performance on subinis.sions from 2009 and 2010? When 

will this information be available? 

Data on device review performance in FY 2009 and 2010 are publicly available on FDA’s 
website (see MDUFA quarterly and annual performance reports, available at 
hltp://www.fda.gov/Medica!Devicex/DeviceRegiiialionanclGuidance/'0\’enisw/Me.dicalDeviceUi' 
erFeeandModernizationActMDUFMA/ucml 09210.htm:, however, the data .set for a fiscal year is 
not complete until a final decision is rendered on each application in the receipt cohort, for that 
fiscal year. Therefore, we project best- and worst-case performance to guide us in managing and 
reporting on performance. Receipt cohorts can remain open for two years for various reasons, 
c.g., submissions that required more than one interaction with the submitter. 

In accordance with the MDUFA II commitment letter, as outlined in our agreement with 
industry', perfonnance for each goal is measured by the receipt cohort (applications received) for 
each fiscal year. The 510(k) Tier I performance goal for FY 2009 and FY 2010 is a decision for 
90 percent of applications within 90 days. At the time of the May 4. 2011, quarterly update, the 
FY 2009 and FY 2010 510(k) receipt cohorts still had submissions that had not received a Final 
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decision as of March 3 1 , 20 1 1 . Therefore, we indicated best- and worst-case performance 
projections for each fiscal year. Best- and worst-case performance projections for the 5!0(k) 
Tier 1 goal were 90 percent and 89 percent, respectively, for FY 2009, and 93 percent and 79 
percent, respectively, forFY 2010, 

During the July 16, 201 1 . quarterly update, the FY 2009 cohort was sufficiently complete to 
determine that the Agency had met its Tier I performance goal of 90 percent. For FY 2010, tlie 
best- and worst-case performance projections were 92 percent and 86 percent, respectively. 

4. My understanding is that with the FD.A reorganization Dr. Hamburg has put in some 
people to coordinate communication between centers - can you explain how this has 
worked in your eyes? 

Commissioner of Food and Drugs, Dr. Margaret Hamburg, announced the restructuring of the 
FDA Office of the Commissioner on July 13, 201 1 . The new organizational alignments more 
accurately reflect the Agency’s responsibilities, subject matter expertise, and mandate.s in an 
ever-more-complex world, where products and services do not fit into a single category. The 
most obvious change is that the Agency's programs, in terms of a reporting chain to the 
Commissioner, have been divided into “directorates" that reflect the core functions and 
responsibilities of the .Agency, This new management structure is intended to enable the Office 
of the Commissioner to better support the Agency's core scientific and regulatory functions, and 
help tie together programs that share regulatory and scientific foundations. 

As part of this restructuring, Di'. Hamburg e.stablished a new position of Deputy Commissioner 
for Medical Products and Tobacco to provide high-level coordination and leadership across the 
Centers for drug, biologies, medical devices, and tobacco products. The new Office of Medical 
Product,s and Tobacco (OMPT) is comprised of those four Centers (which previously reported 
directly to the Commissioner); the Center for Devices and Radiological Health (CDRH), the 
Center for Biologies Evaluation and Research (CBER), the Center for Drug Evaluation and 
Research (CDER), and the Center for Tobacco Products (CTP), The new OMPT also oversees 
the Office of Special Medical Programs, which contains four Offices that were previously in the 
Office of the Commissioner: the Office of Orphan Product Development, the Office of Pediatric 
Therapeutics, the Office of Combination Products, and the Office of Good Clinical Practice. 

Dr. Stephen Spielberg, former Dean of Dartmouth Medical School and Director of the Center for 
Personalized Medicine and Therapeutic Innovation at Children’s Mercy Hospital in Kansas City, 
accepted the position of Deputy Commissioner for OMPT when the restructuring of the 
Commissioner’s Office was announced last July. Dr. Spielberg now has direct-line authority 
over the four medical product Centers and the special medical programs and, as such, will 
provide advice and counsel to the Commissioner on all FDA medical product and tobacco- 
related programs and issues. However, the Centers themselves remain unchanged in this 
reorganization — each of the Centers, including CDRH, remains as a di.screte management entity 
under its own leadership. 

5. For .SlO(k) performance, FDA has also reported that the average total time to 510(k) 
decision is increasing and the average number of review cycles per submi.s.sion is 
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increasing. What steps are you taking to identify why the total time to 510(k) decisions 

is increasing? 

The MDUFA 0 goals agreed to by industry and FDA measure FDA review days, not the days 
that submitters take to respond to outstanding issues in their submissions. Overall, FDA 
performance is .strong in meeting those goals, even in the face of a growing overall workload and 
the growing complexity of medical devices. 

However, the total time to a decision (FDA review time plus the time it takes a sponsor to 
provide requested information) has increased, FDA bears sonic responsibility for the increase in 
approval times and has been instituting management changes. As a result, in 2010, total time for 
510(k)s appears to have stabiliHed, and preliminary data sugge.sl that the total time for PMA 
decisions is improving. Industry also bears some responsibility for the increase in overall time to 
decision. FDA recently conducted an analysis of premarket review times under the 510(k) 
program and identified quality' issues in more than 50 percent of 510(k) applications. These 
quality issues require Agency staff to prepare and issue additional information (AI) letters, 
resulting in additional review cycles. 

For our part, after conducting a thorough assessment of the 510(k) review program and an 
assessment of how CDRH uses science in regulatory deci.sion-making. wo i.ssued two reports in 
August 2010 which found that we had not done as good a job managing our premarket review 
programs as we should have and that we needed to lake several critical actions to improve the 
predictability, consistency, and transparency of these program.s. 

We found, for example, that we have new reviewers who need better training. We need to 
improve management oversight and standard operating procedures. We need to provide greater 
clarity for our staff and for industry through guidance about key parts of our premarket review 
and clinical trial programs and how we make benefit-risk detenninations. Wc need to provide 
greater clarity for industry' through guidance and greater interactions about what we need from 
them to facilitate more efficient, predictable reviews. We need to make greater use of outside 
experts who understand cutting-edge technologies, and we need to find the moans to handle the 
ever-increasing workload and reduce staff and manager turnover, which is almost double that of 
FDA’s drugs and biologies Centers. 

fhe .Agency solicited public comment on the recommendations identified in the studies and 
received a range of perspective.s from stakeholders, including medical device companies, 
industry' representatives, venture capitalists, health care professional organizations, third-party 
payers, patient and consumer advocacy group.s, foreign regulatory bodies, and others. After 
considering the public input, in January' 2011, FDA announced 25 specific actions that the 
Agency would take this year to improve the predictability, consi.stency, and transparency of our 
premarket review programs. These actions are described in the answer to Question #1 . 

Finally, FDA needs adequate, stable funding to manage a device program that can move safe and 
effective products to market without delay. Reauthorizing MDUFA in a timely fashion and at a 
sufficient level is crucial. 
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6. Earlier this year the Wall Street Journal and other publications reported on a 
manufacturer that appealed the denial of a PMA application for a new technology that 
has the potential to benefit colonoscopy patients; I might add, it is a technology that was 
recommended for approval by an FDA independent Advisory Panel and is approved by 
regulatory authorities in Canada, Europe and Australia. It was further reported that 
FDA granted the manufacturer’s appeal in November of 2010, eight months after the 
manufacturer filed their request, and as of today they haven’t had a second panel 
hearing yet. As I understand it, little progress has been made since November. I also 
note from FDA’s public docket, that FDA has declined the manufacturer’s request to 
even meet to discuss the appeal process. Aren’t these lengthy delays, and use of such 
avoidance tactics, in-effect denial of due process? 

7. When FDA takes months to award an appeal, then takes little action for another 9 
months, it sends the wrong me.ssage to patients, manufacturers, inventors and investors, 
all of whom want and dcsers'e a responsive agency. Do you think months of non-action 
and a lack of communication arc appropriate ways of doing business? 

We believe that you are referring to SEDASYS*, an integrated patient monitoring and drug 
delivery system; the device's proposed indication is for the intravenous administration of ! 
percent propofol injectable emulsion for the initiation and maintenance of minimal-to-nioderate 
sedation in adult patients undergoing colonoscopy and esophagogastroduodenoscopy (EGD) 
procedures. Ethicon F.ndo-Surgery Inc. (EES) submitted a PMA for SEDASYS in 2008. In 
February 2010, CDRH issued a letter to EES indicating that the PMA for SEDASYS was not 
approvable because CDRH concluded that the data and information offered in support of the 
PMA did not provide a reasonable assurance that the device is safe under the conditions of use 
prescribed, recommended, or .suggested in the proposed labeling. On March 25, 2010, EES 
requested review of the Not-Approvable Letter under section 515(g)(2) of the FD&C Act. 

FDA's goal is to resolve disputes fairly and expeditiously. When EES appealed CDRH’s Not- 
Approvable Letter in March 2010, the next step in the process was a fonnal denial of the PMA. 
FDA held off taking that step because EES indicated an interest in continuing discussions with 
CDRH about how and whether the PMA could still be granted approval. When the discussions 
between EES and CDRH did not prove fruitful, CDRH issued a formal denial of the PMA in 
October 2010. Shortly thereafter, the Office of the Commissioner granted the sponsor’s petition 
for review of the order denying the PMA and began the process for referring the PMA, and the 
basi.s for the order denying it.s approv'al, to the Medical Devices Dispute Resolution Panel 
(MDDRP). At that time, the Office of the Commissioner made clear that FDA would be 
observing separation of functions and that, as a result, the Office of the Commissioner would not 
engage in ex parte communications with either EES or CDRH. As the docket at 
www.regulationx.guv reflects (No. FDA-20 lO-P-0 176), however, the Office of the Commissioner 
has been in frequent communication with both parties about each step of the process since 
granting the petition for review. The Office of the Commissioner ultimately scheduled the 
MDDRP meeting for December 1 4, 201 1 , to discuss SEDASYS. 

By letter dated November 28, 2011, EES notified the Office of the Commissioner that it was 
withdrawing its appeal. The Office of the Commissioner is therefore cancelling the meeting 
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scheduled for December 14, 2011. CDRH and EES have agreed upon a path forward for 
continued review of the application. 

For additional information about the Agency’s review of the SED.ASYS* system, please sec 
hllp://wwu\gp<Kg(iv/filxyx/pk^/FR-201 1- i I -2 l/html/2()] I -2‘MSHJilin. 


8. What is ultimately the impact to patients and what can be done to rectify this situation? 

As tlie docket reflects, CDRH had a number of concerns that go to the safety of the SEDASYS 
device. The administration of anesthesia can present significant risks to patients. Consistent 
with the statutory provision under which EES sought review, the process followed by OC was 
intended to resolve the disagreement between CDRH tmd EES with respect to those concerns. 


The Honorable Brian Bilhrav 


1. When did you become aware that employees of the Center for Devices and Radiological 
Health (CDRH) wrongfully denied .MELA Sciences an advisory panel review for its 
MELAFind PMA? What did you do upon becoming aware of this information? 

CDRH should have granted MELA Sciences an advisory panel meeting on this first-of-a-kind 
PMA upon MELA Sciences’ request. The decision to go to panel is embedded in the review 
process. When we have out.standing issues in reviewing an application lhat need to be addressed, 
we typically issue a major deficiency letter; then we would go to panel, Here, we incorrectly 
issued the Not-Approvable Letter without first holding an advisory panel meeting as requested 
by MELA Sciences. The panel meeting should have occurred first since the panel had not 
weighed in on this type of device before. In response to a second request for an advisory panel 
meeting by MELA Sciences after we issued the Not-Approvable Letter, we scheduled an 
advisory panel that met on November 1 8, 2010, to review and make a recommendation regarding 
this PMA. The panel voted S to 7 in favor of the PMA’s risk-benefit profile, To ensure that a 
similar circumstance does not occur again, we have clarified our policies and procedures with 
each of CDRH’s Divisions involved in the review of PMAs. 

2. We understand that through counsel MELA Sciences requested in writing a retraction 
of the March 10, 2010 not appros’able letter. Why did you not immediately retract the 
not approvable letter? Why did it take you IS months to acknowledge CDRH’s illegal 
denial of MELA Sciences’ right to an advisory panel review of its PMA? 

The Nol-Approvablc Letter raised issues that required resolution for the application to be 
considered approvable. A Not-Approvable Letter is not considered a denial by the .Agency. It is 
a letter that indicates what the manufacturer needs to provide to place the application in 
approvable form. Subsequent submissions respond to the Not-.Approvable Letter, including the 
submission with additional information that was the basis for the approvable dcci.sion and 
approval decisions that the Agency has rendered. There was no justification for retraction of the 
Not-Approvable Letter, in order to go to panel, the application needed additional infonnation to 
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present to that panel. The Agency often works with sponsors to ensure that applications arc in 
the best form possible to present to the advisory committee. If there arc a number of outstanding 
issues related to the application, it may cloud the vote at the panel meeting. Therefore, by 
requesting additional information, the Agency resolves many of these issues, leaving the 
advisory committee to a much smaller subset of issues, if any remain at all. Advisory committee 
meetings are held when both the sponsor and FDA are prepared to have an advisory' committee 
meeting. 

3. On November 18, 2010, FDA’s CDRH presented a slide presentation to the General and 
Plastic Surgery Devices Panel concerning the MELAFind PiVlA. Did the agency ever 
post on its website it.s original slide presentation? Why did FDA post on its website 
revised slides on July 19, 201 1 , the day before this Congressional hearing? What were 
the changes to the slides? Who authorized the changes to the slides and their po.sting on 
the website? Has anything else changed on FDA’s website regarding the MELAFind 
advisory panel meeting? 

It is clear from our review of this situation that staff made editorial revisions to the slides to 
consolidate information. Although the final slide presentation did not provide the correct 
definition of effectiveness, the FDA presenter corrected this error verbally during the meeting 
(sec page 101 of the transcript of the General and Plastic Surgery Devices Panel of the Medical 
Devices Advisory Committee Meeting Notice available at 

http://ww\v.fda.guv/AdvisoryC(jmmiUet:s/Calendar/ucm2231>i9.hlm.) It also should be noted that 
the correct definitions were read to the panel members prior to voting, as is standard practice at 
advisory committee meetings. We have since implemented an additional slide review by our 
regulatory advisor staff prior to FDA slide presentations of regulatory materials to advisory 
panels so that we may catch editing errors prior to a presentation. 

The original slide presentation was provided to the public at the meeting, but was not posted 
immediately afterward. The slides were revised due to (tie sponsor's concern about the wording 
on the one slide, which was stated clearly at the meeting and addressed in the transcript. The 
review team made changes to two slides based on feedback given at the meeting, CDITH did not 
want an editorial error to continue to be displayed and create confusion. The slides were updated 
on the W'ebsite witli a notation to tiie edits that were made. 

4. I understand that at the advisory panel meeting your staff incorrectly instructed the 
panel members on the FDA regulations’ directions on how to determine a device’s 
safety and effectiveness. Specifically, your staff purportedly showed a safety 
determination regulation that quoted and incorporated the key portion of the device 
effectiveness regulation, and then created an effectiveness determination standard that 
is foreign to the agency’s actual effectiveness determination regulation. I have entered 
into the record the slide that FDA presented to the panel on determining safety and 
effectiveness and the slide that MELA presented that quotes the actual language from 
FDA’s regulations. When did you become aware of this inappropriate CDRH 
conduct? What action did you take to address this conduct? What action did you take 
to ensure that review teams do not mislead advisory panels in this way again? 
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On investigation, this was not a conduct issue, but rather an error made during consolidation of 
the slide presentation. The original presentation was too long and an attempt to consolidate the 
slides resulted in having text merged incorrectly. The mistake was corrected during the 
presentation at the meeting by the speaker as well as having been pointed out by the sponsor, 

5. CDRH representatives created and presented a slide to the MELAFind advisory panel 
that informed the panel that “[itj will not be asked to address whether the sponsor had 
met the items of the protocol agreement....” What is the purpose of a protocol 
agreement that stipulates the criteria of safety and cffeetivencss if the CDRH staff 
essentially instructs the panel to ignore whether the stipulated endpoints have been 
met? 

Every PMA product under review needs to be assessed regarding safety and effectiveness based 
on the data obtained from clinical trials to a.sse.ss its risk vs. benefit for use in the Li.S. 
population. A protocol agreement is designed to allow agreement with regard to the conduct of a 
specific protocol that then results in data to be submitted in a PMA for review by the Agency. 
These results of the study must be evaluated to ensure that reasionabic assurance of safety and 
effectiveness has been established. As an example, if the protocol wa.s agreed to and adhered to 
by the sponsor but the trial unfortunately was not a success and the device failed to meet its 
primary endpoint, it would not likely result in an approval. The review of the data generated 
from a study establishes the risk/benefit profile, the indication for use of the device, as well as 
infomis the final device labeling for the safe and effective use of the device. In this case, the 
advisory panel weighed in and recommended changes, such as a limitation that the product 
should only be indicated for use by trained dermatologists who can appropriately determine 
which lesions and patients would benefit from MELAFind use, and they further recommended 
the development of a training program. MELA Sciences submitted a revision to the indications 
for use to restrict the device to use by dermatologists, along with plans for a training program. 
This additional information adequately addressed many of the issues raised in the Not- 
Approvable Letter and raised by the panel, and led to further Agency discussions witli the 
applicant and ultimately the issuance of the .Approval Letter on November 1 . 20 1 1 . 

6. There arc significant new medical technologies, such as whole genome sequencing, 
whole-transeriptomc sequencing, and new epigenomics and protconiics modalities that 
have the potential to have major positive impacts on the diagnosis of diseases. In fact, 
some of these innovations have led to jobs in my hometown of San Diego. How have 
you prepared the Center to deal with these new tcchnoiogic,s? How have you changed 
your application requirements or reviews? 

The Office of In Vitro Diagnostic Device Evaluation and Safety (OlVD) in CDRH is at die 
forefront of technology changes in the area of in vitro diagnostics, such as having written the 
first guidances on genetic testing in clinical laboratories and multiplex genetic testing, as well as 
a number of other FDA guidance.^ (see the examples of some of the FDA-issued guidances 
below). OIVD has a long history of flexibility in approach to novel technologies and 
applications, as can be witnessed by the number of approved de novn applications for assays 
performance, which easily can be accessed through FDA’s public data base of all cleared or 
approved diagnostic tests {http://wwyvMccessdtiUi.fdtLgov/scriiits/cdrh/c;fdocxicfPMN/pnm.cfm). 
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A testimony to OIVD's flexibilitj’ was the clearance of the first genomic ''chip''-baseti assay in 
which OIVD cleared Roche's Amplichip (a drug metabolizing enzyme genotyping system) in 
less than a week of FDA review time. 

More recently, FDA has been working on new medical technologies, such as cytogenetic arrays 
(array CGH, SNP amays) and personalized medicine- where recently FDA approved two drugs 
and their companion diagnostics (Zelboraf-BRAF V600 Mutation Test, and Xalkori-ALK Break 
Apart FISH Prove Kit). FDA’s engagement in facilitating and developing new approaches, 
while at the same time looking for public input and maintaining transparency, is apparent in the 
number of recently held public meetings. For example: 

• Advancing Regulatory Science for Highly Multiplexed Microbiology/MCM Devices public 
meeting (10/13/1 1) 

• Array-Based Cytogenetic Tests: Questions on Performance Evaluation, Result Reporting and 
Interpretation (6/30/10) 

• Public Meeting: Incorporation ofNew Science Into Regulalorv Decision-Making Within the 
CDRI-I (2/9/10^). 

The discussions at the public meeting on array-based cytogenetic tests resulted in a proposed 
novel approach to cytogenetic array validation used to detect chromosomal abnomialities in the 
DNA of a patient as an aid to diagnose genetic cause of mental retardation, developmental delay, 
and multiple congenital abnormalities. This approach includes selection and validation of an 
appropriate and adequate subset of genetic markers, with an inference that the platform/lest as a 
whole is analytically valid; clinical interpretation should rely on the appropriately certified 
professionals. 

Some FDA-issued guidance documents relevant to genetic testing are: 

• Guidance on Pharmacogenetic Tests and Genetic Tests for Heritable Markers 
http://www.JcJa.gov,- dflwnloadx/MeiUcaiDevke.'!, Device Re/;ii!ationandCiiuclcmC!l 'GuidaiKeDn 
cuments.htcmO 710 75.pdf 

• Clas.s II Special Controls Guidance Document: CFTR Gene Mutation Detection System.s 
hltp://www.fda.gov/downhad,'i/MedicalDeviccs/DeviceRegidatiommd('nndancu/Gui(JancuDo 
cuments/uemO 71104. pdf 

• Class 11 Special Controls Guidance Document: Drug Metabolizing Enzyme Genotyping 
System - Guidance for Industry and FDA Staff 

• http:.//www.fda.gov/downtoad.s/MedicalDevice.'!/DeviceRi:gidutiona>idCjuida!ice/GuidanceDu 
cumenls/ucmO 7 1 OSS. pdf 

• Class II Special Controls Guidance Document: Instrumentation for Clinical Multiplex Test 
Systems - Guidance for Indu.stry and FDA Staff 

http:/. WWW. fda.gov/downioad.v/.MediculDevice.'i/DeviceRegidaliomiiidGtiidunce/GuUianceDo 
ctimenLmicm<)7 1061 .pdf 

There is enormous growth in next-generation sequencing (NGS) platform development. In 
parallel, new iterations of sample preparation part (pre-NGS instrument) and bioinformatics tools 
are continuously being developed by different companies and academic centers. Some of the 
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common applications include resequencing the whole genome to varying degrees of coverage, 
using hybridization-capture techniques to resequence a targeted subset (such as the protein 
coding sequences in exome sequencing), analyzing chromatin modification and protein binding 
that can be mapped by chromatin immuno-precipitation sequencing (ChIP-Seq), employing 
massively parallel sequencing to create ‘epigenomic maps,' and sequencing RNA transcripts 
(RNA-Seq) to count their abundance or identify novel splice fomis. 

Some of the NGS is already starting to be used clinically, for very specific and limited 
applications, by highly trained labs with appropriate expertise, and a follow-up result 
confirmation and validation. One of the ultimate goals may be sequencing becoming so simple 
and inexpensive that whole genome sequencing (WOS) can be deployed routinely throughout 
biomedicine. 

FDA ultimately has to balance public safety concerns with tlie goal of fostering innovation and 
enabling the translation of these new technologies to benefit public health. With the emergence 
of tliese novel teclmoiogies, FDA must prepare for new regulatory challenges wliile continuing 
to apply scientific evidence-based regulatory oversight. One of the first questions is to 
understand how to analytically evaluate the WGS data generated by the emerging NGS 
techniques. To tins end, as FDA endeavors to develop evaluation protocols and standards, we 
are working with other federal partners, including the National Center for Biotechnology and the 
National Human Genome Research Institute, both parts of the National Institutes of Health 
(NIH), as well as the National Institute of Standards and Technology. 

In June 201 1 , FDA hosted a public meeting entitled Ultra-High Throughput Sequencing for 
Clinical Diagnostic Applications in order to open the dialog between experts in the field, looking 
into standardizing requirements for analytical validation and bioinformatics questions. 
Discussions included developing reproducible and transparent evaluation protocols adaptable to 
accommodate emerging NGS technologies for a variety of clinical uses, while elucidating 
advantages and pitfalls of any particular platfonn. sample preparation method, or bioinfbrmatics 
tool. This would enable the end users to better understand the performance of any particular 
platform and to select the appropriate method for their specific application. This meeting 
exposed many questions and uncertainties related to rapid evolution and development on novel 
and potentially better methodologies and platfonns. One of the outcomes of the meeting was a 
suggestion that there may be a need to build a coalition, likely involving academia, device 
manufacturers, software developers, and clinical laboratory end users, to collectively develop 
some ways of standardization. 

FDA is proactively participating with other federal partners in building the regulatory path for 
emerging new technologies such as Ultra-High Throughput Sequencing tor WOS analysis to 
facilitate the translation of novel technology into clinical practice. Some suggestions for the way 
forward include placing next generation sequencing platforms used in clinical applications under 
Quality Sy.stem, to make sure they arc produced and perform consistently, and providing or 
selecting specific standards that can be used to evaluate performance of the whole system, 
starting from pre-analytical phase (e.g. library preparation, sample preparation, etc), through 
sequencing platform, to bioinformatics used to provide results. In parallel, FDA is continuing to 
work with platform manufacturers to establish a flexible and transparent way to accomplish this. 
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while simultaneously assuring that devices used are safe and effective for use in clinical 
applications. 

For proteomics, FDA is partnering with researchers in exploring the regulatory landscape. In 
coordination with the American Association of Clinical Chemistry and NIH, mock 5 1 0(k)s were 
developed and reviewed by the Agency. As a result, the submissions and the FDA review were 
published in order for investigators in the field and FDA to work out what issues need to be 
addressed so that, in the future, there can be a successful submission. 


The Honorable Marsha Blackburn 


1. My question relates to the consistent application of regulatory standards and 
maintaining a level playing field for all manufacturers. Currently, the criteria 
demanded by CDRH to evaluate new medical dcviec.s in a specific product class can 
.seem arbitrary to manufacturers. The criteria often arc inconsistent with FDA 
precedent for similar devices, and changes in the criteria arc not scientifically justified 
by CDRH. This has become a noticeable trend during the last two years. 

More specifically, CDRH appears to be applying clinical trial success requirements that 
arc significantly different with respect to primary' and secondary' endpoints from those 
that have been used to evaluate and approve other products, even those approved 
svithin the past 18 months. The application of new standards for approvability of 
similar products that exceed the standards applied to contemporary approvals 
negatively impact both patients and jobs while also increasing healthcare costs by 
limiting competition. 

Please comment on the regulatory process and statutory standards at CDRH that allow 
review teams to arbitrarily (no scientific or regulatory standard basis) apply different 
criteria to the new products of a given class that arc far above those criteria used to 
approve .similar device ty'pes that have been recently (within the past 18 months) 
reviewed by an FDA Advisory Panel and approved by the FDA. 

Consistent with the requirements for 5 1 0(k) submissions, FDA may require clinical data when a 
firm seeks a new indication for use or where there are differences in the technological 
characteristics between the firm’s device and its predicate that could affect safety or 
effectiveness. FDA asks for clinical studies in only eight to ten percent of 510(k) submi.s.sions, 
and often the requested studies are simple and small. For example, FDA recommends tliat for 
pulse oximeters — medical devices that indirectly monitor the oxygen saturation of a patient’s 
blood- clinical data be collected from as few as 10 patients. In addition, for establishing clinical 
data in support of a 510(k) application, the Agency recognizes a standard set by the Association 
for the Advancement of Medical Instrumentation, which requires a validation .study consisting of 
as few as 35 subjects for which clinical data are required. Consistent with statutory 
requirements, all PMAs contain clinical data. 
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The Agency has no data to suggest that, as a general matter, FDA has demanded larger, more 
extensive clinical trials in the past five years for 510(k)s or PMAs. Clinical studies are tailored 
to the type of device and the specific questions tlrat need to be addressed. That is not to say that 
FDA demands full knowledge and understanding of long-term risks and performance before it 
will approve a device for marketing. For PMA devices, the Agency increasingly uses its 
authority to require post-approval studies to answer important, specific questions regarding 
device performance after the device has been approved for marketing. For example, if there arc 
questions about long-term durability of an implanted device, the Agency may allow the device to 
be marketed while further data collection continues to address that issue. 

Whenever possible, FDA seeks to minimize clinical trial or preclinical requirements when 
scientific knowledge suggests that this is appropriate. For example, establishing the safety and 
effectivene,ss of a first-generation drug-eluting stent (DES) required extensive preclinical testing 
programs and clinical studies. However, the fundamental work performed to gain initial 
approval of first-generation DES devices has been successfully leveraged by several DES 
manufacturers to decrease clinical trial requirements for next-generation stents, which typically 
incorporate modest changes to the first-generation design. 

More specifically, FDA reviewers concluded tliat a single-arm clinical trial (rather than a 
randomized controlled study) would be an acceptable design for the pivotal IDE trials of the 
Boston Scientific TiAXUS* Liberte’”, Abbott XIENCE Prime”, and Medtronic Resolute*' next- 
generation DES. The reason CDRH permitted this approach is that these devices represent 
iterations of prior DES, in which a component of the combination prodiiol has been modified 
(e.g„ a polymer coating or stent platform). This was acceptable based on our analysis of the 
comprehensive preclinical and clinical data generated from the prior-generation DES, and 
demonstrates the Agency's tlexibility tmd willingness to tailor data requirements when 
appropriate. 

Another example is the total artificial hip. CeramTec purchased the rights to the Wright Medical 
TRANSCEKD®' ceramic-on-ceramic total artificial hip clinical data set and approved PMA. 
Because the articulating surfaces of the components arc all manufactured by CeramTec, FDA 
allow'ed manufacturers to use preclinical testing to leverage the Wright Medical TRANSCEND® 
data .set. Five manufacturers had their PMAs approved, referencing the TR.ANSCEND* clinical 
data set with a condition of approval to conduct a post-approval study in a new cohort of 
patients. 

This sometimes works in the other direction, too, in that information gleaned from competitor 
application reviews and post-market studies may bring to light information that changes the risk- 
benefit analysis and causes the Agency to look more critically at the next submi.ssion in a product 
category. This is appropriate. The reasons for it cannot always be shared with applicants due to 
statutory confidentiality requirements, possibly causing the Agency to appear arbitrary. 

Under the 5 1 0(k) Action Plan, vve have established an internal Center Science Council to 
actively monitor the quality and performance of the Center's scientific programs and ensure 
consistency and predictability in CDRl-f scientific decision-making. The Council, which is 
comprised of experienced managers and employees, operates under the direction of the Deputy 
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Center Director for Science and is responsible for overseeing science-based decision-making 
across CDRH, including premarket review; periodically auditing decisions and assessing 
program perfoniiaiice; and acting as a resource for staff on scientific questions to support greater 
consistency in decision-making and the treatment of cross-cutting issues. We are also creating a 
network of experts to help CDifH resolve complex scientific issues. This network will be 
especially helpful as FDA confronts new technologies. In addition, we are instituting a 
mandatory Reviewer Certification Program for new reviewers. 
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